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EXPERIMENTAL PATHOLOGY 
1. Cerebral Changes Revealed by Radfoautography with 


§35-labelled L-Methionine 


S. FLANIGAN, E. R. GABRIELI, and P. D. MACLEAN. 
A.M.A. Archives of Neurology and Psychiatry [A.M.A. 
Arch. Neurol. Psychiat.] 77, 588-594, June, 1957. 3 figs., 
11 refs. 


The exploratory experiments on rats described in 
this paper from Yale University School of Medicine 
were designed to test the usefulness of autoradio- 
graphy as a method of determining the uptake of 
methionine by the brain. In healthy control rats the 
gross distribution of radioactivity in the brain after the 
intraperitoneal injéction of the amino-acid labelled with 
radioactive sulphur was proportional to the density of 
nerve cells in the various regions, as conventionally 
demonstrated by Nissl-stained preparations. In a group 
of animals exposed to whole-body irradiation there was 
no marked change in the appearances from those in the 
controls, but in others subjected to general infection 
with Escherichia coli, insulin convulsions, injection of 
reserpine, and anaesthesia respectively there was a slight 
to marked reduction in demonstrable radioactivity. 
These findings are discussed in the light of known varia- 
tions in the chromophilia of nerve cells. 


J. B. Cavanagh 


2. Studies on Thrombopoiesis. I. Thrombocytopoiesis 


in vitro: Experiments with Animal and Normal Human 
Material 

G. Izak, D. NeELKEN, and J. GurevircH. Blood [Blood] 
12, 507-519, June, 1957. 22 figs., 29 refs. 


The authors report, from Hadassah University Hospi- 
tal, Jerusalem, the results of direct observation by phase- 
contrast microscopy, for 6 to 8 hours a day for periods 
up to 6 days, of platelet production from megakaryo- 
cytes in slide tissue cultures of bone marrow from 
the guinea-pig, mouse, dog, and healthy adult human 
being. The morphological changes observed in the 
young human and various animal megakaryocytes were 
essentially similar; about 70% of them broke down to 
give rise to platelets, but the remaining 309% remained 
morphologically unchanged throughout the whole period 
of observation. 

The sequence of changes was as follows. At first the 
young megakaryocyte, as is usual in tissue culture, was 
round or oval with clearly defined, finely granular cyto- 
plasm and a slightly lobulated or round nucleus. After 


1 


4 to 6 hours the granules became coarser and gradually 
conglomerated into elongated, strongly refractile, irregu- 
lar bands, while either the outline of the cell became 
irregular, the cell membrane appearing to disintegrate, 
or irregular pseudopodia filled with the bands were 
produced. After between 24 and 48 hours the bands 
broke up into platelets, which dispersed to fill the whole 
microscopical field. The nucleus, after its chromatin 
had become coarser, usually disintegrated, but sometimes 
became shrunken and pyknotic. The whole process was 
completed within 60 hours from the time of explantation. 
Mitosis of a megakaryocyte was seen on 3 occasions, but 
active motility of these cells was never observed. Poly- 
morphonuclear leucocytes were frequently seen to enter 
the cytoplasm of megakaryocytes, apparently without 
effect on the thrombocytopoieti¢é process; erythrocytes 
were also seen in the cytoplasm. It was noted that the 
number of platelets present in the cultures gradually 
increased during the period of observation, as also did 
the serotonin-absorbing capacity of platelet suspensions, 
indicating that the platelets were viable. A. Ackroyd 


3. Studies on Thrombopoiesis. II. Thrombocyto- 
poiesis in vitro from the Bone Marrow of Patients with 
Idiopathic Thrombocytopenic Purpura 

G. IzaAk and D. NELtKEN. Blood [Blood] 12, 520-528, 
June, 1957. 9 figs., 20 refs. 


In this further study of thrombocytopoiesis [see 
Abstract 2] continuous observation of slide tissue 
cultures of the bone marrow from 3 patients with chronic 
idiopathic thrombocytopenic purpura showed that the- 
process of platelet production from the megakaryocytes 
(which all appeared morphologically normal) was similar 
to that observed in tissue cultures of bone marrow from 
healthy adults, but occurred much more rapidly, being 
completed in 12 to 16 hours compared with 48 to 60° 
hours in normal bone marrow. The total number of 
megakaryocytes was greater, but the percentage of “ in- 
active’ cells was similar to that seen in normal bone 
marrow. Daily counts of the number of platelets 
present in the cultures and determination of the sero- 
tonin-absorbing capacity of platelet suspensiéns showed 
that, instead of increasing, these values steadily decreased 
throughout the 6-day period of observation. Degenera- 
tive changes could also frequently be seen in the platelets, 
some clumping occurred, and large numbers of them 
appeared to have been phagocytosed. : 

In a supplementary study of slide tissue cultures of 
normal adult bone marrow cultured with a potent anti- 
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platelet serum, the process of thrombocytopoiesis was 
similar but even more rapid. Thus within 4 to 5 hours 
almost all the megakaryocytes had broken down, and 
the platelets were seen in the form of clumps. Very few 
** inactive’ megakaryocytes were found. The decrease 
in the daily platelet counts and in the serotonin-binding 
capacity of platelet suspensions was even greater than 
in the case of marrow from the patients with idiopathic 
thrombocytopenic purpura. A, Ackroyd 


4. The Effect of Changes in Blood pH on the Plasma 
Total Ammonia Level 

W. Lawrence, J. A. Jacquez, S. G. Dienst, J. W. 
H. T. RANDALL, and K. E. RoBerts. Surgery 
[Surgery] 42, 50-60, July, 1957. 8 figs., 7 refs. 


In an investigation of the clinical significance of raised 
blood ammonia levels,in patients with liver failure and in 
hepatic coma the authors, working at the Sloan-Ketter- 
ing Institute and Cornell University College of Medicine, 
New York, have studied the metabolism of ammonia 
in dogs with an Eck fistula and also in eviscerated and 
normal dogs. Changes in pH of the blood were pro- 
duced by acid and alkaline infusions, by inhalations of 
carbon dioxide, and by hyperventilation. 

In all cases the blood total ammonia and plasma 
ammonia levels rose during acidosis and fell during 
alkalosis. However, the level of “free ammonia” 
(expressed as the partial pressure of ammonia and cal- 
culated from total ammonia level, pH, and temperature) 
was low during periods of acidosis and high during 
alkalosis. Muscular twitching was sometimes seen in 
dogs with metabolic or respiratory alkalosis. It is con- 
cluded that in clinical ammonia intoxication the severity 
of the symptoms is related to the intracellular ammonia 
concentration, and that this value is determined by the 
free ammonia content rather than the total ammonia 
content of the plasma. P. C. Reynell 


CHEMICAL PATHOLOGY 


5. A Rapid Method of Estimating Blood-glucose Ranges 
J. Koun. Lancet [Lancet] 2, 119-121, July 20, 1957. 
2 figs., 8 refs. 


A rapid method of estimating the blood glucose level, 
based on the use of an enzyme test strip (“ clinistix ”’) 
used for detecting glucose in urine, is. described in this 
paper from Queen Mary’s Hospital, Roehampton. A 
drop of fresh blood (not citrated or oxalated) is placed 
on the impregnated tip of the enzyme test strip, left for 
20 seconds, and then washed off under a stream of tap 
water for 5 seconds. After the blood is washed off a 
blue-green to blue colour develops on the test strip 
which is compared with a colour chart reading blue- 
green (A), deeper blue (B), and navy blue (C), inter- 
mediate colours being read as “less than A, A-B, and 
B-C”. Altogether 545 samples of blood were examined 
by this method and by standard biochemical methods. 

There was “‘ a definite and constant correlation between 
certain ranges of blood glucose level and the intensity and 


shade of colour”. The test was sensitive to a minimum 
of about 30 to 40 mg. of glucose per 100 ml. of blood 
(that is, about twice as sensitive as with urine). Blood 
sugar levels below 30 to 40 mg. per 100 ml. did not 
produce any colour. Colour A covered- the normogly- 
caemic range, colour B covered levels of 200 to 400 mg. 
per 100 ml., and colour C a level of 400 mg. per 100 ml. 
or more. The results were more accurate in the lower 
ranges. Blood glucose levels above 400 mg. per 100 ml., 
produced too deep a colour to allow of gradation. 

The method is specific for glucose, there being no 
reaction with other reducing substances. 

Robert de Mowbray 


6. Glucose Level in Pleural Fluid as a Diagnostic Aid 
L. M. Barser, L. Mazzapi,.D. D. Deakins, C. N. 
Reese, and W: L. RoGers. Diseases of the Chest [Dis. 
Chest] 31, 680-687, June, 1957. 1 fig., 7 refs. 


The glucose content of pleural fluid obtained from 
100 patients, in all of whom a definite bacteriological or 
pathological diagnosis was made, was determined. All 
the patients had a normal fasting blood sugar level at 
the time of withdrawal of the pleural fluid. In 70 cases 
in which acid-fast bacilli had been isolated from the 
fluid by culture or guinea-pig inoculation the glucose 
content ranged from 10 to 48 (mean 26) mg. per 100 ml., 
the lowest values being found in cases of tuberculous 
empyema. In 14 cases'of proved parenchymal tuber- 
culosis in which the pleural effusion was sterile the 
glucose content ranged from 12 to 70 (mean 47) mg. 
per 100 ml. In the remaining 16 cases, in which the 
effusion was due to neoplasm or non-tuberculous in- 
fection, the glucose content ranged from 85 to 120 
(mean 108) mg. per 100 ml. 

The authors conclude that a low level of glucose in the 
pleural fluid is more likely to be found in tuberculosis, 
but that other laboratory tests of proved value should 
be relied upon for diagnosis. The glucose level may be 
affected by the technique used for its estimation, the 


length of time elapsing between thoracentesis and ° 


determination, and the blood sugar level if this is very 
high. M. Lubran 


7. Detection of Achlorhydria by Indirect Gastric Analysis 
I. J. Potiner, M. A. Hayes, and H. M. Spiro. New 
England Journal of Medicine [New Engl. J. Med.| 256, 
1051-1053, May 30, 1957. 9 refs. 

The original “‘ tubeless ’’ method of gastric analysis 
devised by Segal et al. was found to have certain dis- 
advantages, and these workers later described a modifica- 
tion of their method (Gastroenterology, 1955, 28, 402; 
Abstr. Wild Med., 1955, 18, 350) in which the resin 
“** amberlite XE-96 ” is combined with the dye azure A. 

At Yale University School of Medicine the present 
authors have tried this revised method as a test for achlor- 
hydria in a series of 308 patients, who received 500 mg. 
of caffeine sodium benzoate by mouth to provide the 


stimulus to gastric secretion. The amount of dye © 
excreted subsequently in the urine was measured. © 


Those patients who excreted ‘less than 0-6 mg. of dye in 
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a 2-hour sample of urine underwent a direct gastric 
analysis by the standard technique, 0-5 mg. of histamine 
being given as stimulus; such cases numbered 46, in 
20 of which the amount of dye excreted was less than 
0-3 mg. over the test period. 

Free gastric acid was found in all who excreted more 
than 0-4 mg. of azure A, while of 10 subjects excreting 
less than 0-3 mg., 6 were found to secrete acid by the 
direct test. Of a second group of 24 patients who 
excreted less than 0-3 mg. of dye, 11 were found to have 
‘ree acid on direct aspiration. Discussing the occurrence 
of false positive results the authors state that patients with 
oernicious anaemia or those who have undergone total 
rsastrectomy and have achlorhydria pass large quantities 
of the dye. Apparently the dye may be exchanged in 
he small bowel and then excreted in the urine without 
any relation to gastric function. While the authors agree 
hat the practicability of the azure-A test is undeniable, 
hey suggest that histamine, as providing a stronger 
‘timulus than caffeine, might reduce or prevent the 12% 
of false negative results obtained in this study. 

C. L. Cope 


MORBID ANATOMY AND CYTOLOGY 


Infantile Subacute Necrotizing Encephalopathy with 
Predilection for the Brain Stem 


R. B. Ricuter. Journal of Neuropathology and Experi- 


rental Neurology [J. Neuropath.] 16, 281-307, July, 1957. 
10 figs., 22 refs. 


The clinical and pathological findings in 3 infants 
suffering from a condition which is considered to be a 
nosological entity are described. The infants, who were 
scen at the University of Chicago Clinics, presented a 
similar clinical picture of early feeding difficulties, slow- 
ress or lack of development with, eventually, motor and 
sensory deterioration, impaired pupillary reactions, 
aparent blindness and deafness, evidence of pyramidal- 
tract involvement, and convulsions late in the disease. 
Symptoms were usually seen during the first year of 
life, and death occurred before the age of 4 years. The 
author states that the clinical picture cannot be. dis- 
tinguished from that in other infantile diffuse cerebral 
affections. 

The pathological changes were centred in the brain- 
stem and the basal ganglia, although the cortex and white 
matter might also be involved. The lesions were essen- 
tially multiple focal necroses or partial necroses, often 
extensive and sometimes with a tendency to bilateral 
symmetry. Cytologically, all components were damaged 


survive where the damage was partial. Capillary pro- 
liferation was conspicuous, and reactive glial changes 
were pronounced. 

No causal agent was found. Vascular and inflamma- 
tory processes were excluded as pathogenic factors, the 
similarity with Wernicke’s syndrome was not complete, 
and exogenous thiamine deficiency was not considered 
to be a causal agent. Anoxia at birth was also excluded, 
although in one case there were symptoms soon after 
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in the complete lesion, while neurones and axons might . 


3 


birth. The author points out that he has produced 
similar brain damage in animals by intoxication with 
quinoline compounds, carbon disulphide, and carbon 
monoxide, and suggests that the disorder is due to a 
mechanism involving the failure of an enzymatic pathway, 
either induced by a toxin or through endogenous defici- 
ency. A slight tendency for the involvement of siblings 


_ is cited in support of this view. Attention is drawn to 


4 similar cases recently reported—3 in the U.S.A. and 
one in Britain. J. B. Cavanagh 


9. Necrotizing Encephalitis 
A. R. CRAWForRD and F. L. J. Rosrnson. Brain [Brain] 
80, 209-221, June, 1957 (Part 2). 8 figs., 14 refs. 


- This paper describes 5 unusual cases of encephalitis, 
of which 3 were seen at the Northern Ireland Fever 
Hospital, Purdysburn, Belfast. All showed severe 
cortical necrosis and a lesser degree of damage in the 
basal ganglia and brain-stem. In one case calcification 
was a prominent feature; another was unusual in show- 
ing large numbers of multinucleate giant cells. No intra- 
nuclear inclusion bodies were found. 

In describing these cases together the authors point 
out that they do not mean to imply that they necessarily 
belong to the same aetiological group, but they do 
possess certain pathological features in common, the 
most striking being the cortical necrosis. Demyelina- 
tion was not a feature, nor was gliosis marked. In all 
cases the cerebrospinal fluid was abnormal, with an 
increased cell or protein content, or both. In 3 of the 
cases the electroencephalogram was abnormal, but none 
showed the periodic outbursts characteristic of subacute 
progressive encephalitis. The longest duration of illness 
was 52 days. In all cases the onset was sudden, with 
headache, fits or coma in 4 cases, and intermittent vomit- 
ing preceding a convulsion in one; 3 of the patients were 
pyrexial throughout their stay in hospital. Neck stiffness 
was not always present initially, but was present at some 
stage in all cases. One case was characterized by myo- 
clonic movements and mental deterioration, and this 
patient finally retrogressed to a Parkinsonian state. 

The histological findings in all 5 cases are described 
in detail and illustrated. Parts of the brain other than 
the cortex “‘ only rarely ” (2 cases) showed frank necrosis, 
but there was widespread perivascular cuffing and pro- 
liferation of astrocytes and microglia throughout sur- 


viving areas of cortex and in the basal ganglia and brain- 


stem Thecerebellum and spinal cord showed only slight 
changes. J. MacD. Holmes 


10. Pathologic Studies in Idiopathic Sprue 

H. W. Himes and D. ADLERSBERG.. Journal of the Mount 
Sinai Hospital [J. Mt Sinai Hosp.) 24, 251-272, May- 
Jutie, 1957° 5 figs., 19 refs. 


Examination of biopsy specimens of the jejunum from 
4 patients with idiopathic sprue who were receiving steroid 
therapy, revealed marked mucosal atrophy accompanied 
by thickening and flattening of the villi, minor degenera- 
tive changes i in. the epithelium, and slight inflammatory 
signs in the stroma. In one patient with sprue associated 
with carcinoma of the pancreas and one with pernicious 
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anaemia the jejunal mucosa was normal. At Mount 
Sinai Hospital, New York, the authors studied necropsy 
material from 11 patients with idiopathic sprue, and in 
this paper they compare the pathological changes with 
those observed at biopsy. Atrophic changes similar to 
those seen in the jejunal biopsy specimens were present 
in the small intestine in 5 cases, in one of which there 
were also multiple intestinal ulcers, including a per- 
forated ulcer of the jejunum. No mucosal abnormality 
was found in the small intestine in 3 cases, while in 2 
others material from the small intestine suitable for 
microscopical examination was not available. In the 
remaining case the jejunum was normal microscopically, 
but superficial foci of necrosis were seen in the duodenum 
and ileum. Haemofuscin pigmentation of the intestinal 
muscle was a feature of 2 of the 11 cases, one with and 
the other without mucosal abnormality. 

Hie A. Wynn Williams 


11. Small Intestinal Biopsies by the Oral Route. Histo- 
pathologic Changes in the Malabsorption Syndrome 

M. SHiner. Journal of the Mount Sinai Hospital (J. Mt 
Sinai Hosp.] 24, 273-285, May-June, 1957. 10 figs., 
15 refs. 


In this paper from the Central Middlesex. Hospital, 
London, and the Mount Sinai Hospital, New York, a 
method of obtaining biopsy specimens from the duo- 
denum and jejunum by the blind-suction technique is 
described and an account is given of the histological 
findings in biopsy specimens so obtained from 17 cases 
of sprue. 

In 9 cases of idiopathic, non-tropical sprue there were 
atrophic mucosal changes, these being severe in 7. 
Similarly changes were seen in 2 possible cases of the 
same disease and in one case of tropical sprue, while in 
one case of sprue secondary to lymphatic obstruction 
slight mucosal atrophy was present. No abnormality 
was found in a case of pancreatic sprue or in 3 cases of 
steatorrhoea following partial gastrectomy. Moreover, 
biopsy specimens from 12 patients with various intestinal 
diseases other than sprue, such as ulcerative colitis and 
regional ileitis, and from a further control group of 15 
patients were normal. 

The mucosal changes consisted in broadening and flat- 
tening of the villi, with a reduction in the total surface 
area, atrophy of the crypts and glands of Lieberkihn, 
and a minor degree of leucocytic infiltration of the stroma. 
The aetiology of idiopathic sprue is unknown, but the 
most severe changes were seen in 4 patients in whom the 
clinical response to steroid therapy had been good. 

A. Wynn Williams 


"12. The Pathological Anatomy of Deficiencies between 


the Aortic Root and the Heart, including Aortic Sinus 


Aneurysms 
J. E. Epwarps and H. B. BurcHett. Thorax [Thorax] 
12, 125-139, June, 1957. 9 figs., 20 refs. 


A series of lesions representing separation between 
the aortic wall and the heart are described. The gross 
pathological nature of the lesion depends on which of 
the three aortic cusps it is related to. It also depends 
on whether the deficiency occurs above or below the 


aortic valve. Those deficiencies that occur above the 
valve are aortic sinus aneurysms, while most of those 
that lie below the valve usually represent ventricular 
septal defect. Rarely, the picture of aneurysm of the 
left ventricular base results. Two or more lesions may 
coexist. The anatomical relations of the normal three 
aortic cusps and sinuses are reviewed.—[Authors’ 
summary. ] 


13. Observations on the Structure of the Bronchial Wall 
in Bronchiectasis 

M. TuruNEN, L. G. ELFvinc, and T. MAAMIES, 
Annales medicinae experimentalis et biologiae Fenniae 
[Ann. Med. exp. Biol. Fenn.| 35, suppl. 5, 3-18, 1957. 
8 figs., 16 refs. 


14. A Routine Method for the Preparation of the Cells 
of Urine 

P. Rore. British Journal of Industrial Medicine [Brit. 
J. industr. Med.| 14, 164-167, July, 1957. 1 fig., 9 refs. 


In relation to the cytological examination of urine of 
persons exposed to bladder carcinogens in industry a 
technique is described whereby virtually all the cells in 
a sample of urine may be mounted within a small area, 
with consequent reduction of the sampling errors in- 
herent in the standard techniques of exfoliative cytology. 
The method, which has been found satisfactory for 
routine use over several months in the industrial hygiene 
research laboratories of a large chemical firm, depends 
on the fact that the addition of absolute alcohol to the 
centrifuged deposit of urine results in fixation of the cells 
without irreversibly precipitating the mucus. It thus 
becomes possible to remove the mucus (which is a major 
constituent of the deposit) by diluting with water without 
fear of disrupting the cells. 

‘The method is as follows. The urine is acidified with 
hydrochloric acid to pH 5-0 to 5-5 and centrifuged at 
1,750 g for 10 minutes. Absolute alcohol (10 ml) 
is then injected into the separated deposit and thoroughly 
mixed. After 5 to 10 minutes 8% glycerin solution 
(PH 7) is added to the centrifuge tube to a 60-ml. mark, 
followed by 0-15 ml. of 1% egg albumen; the tube 
is inverted to ensure mixing and again centrifuged for 
10 minutes at 1,750 g. After the supernatant has been 
poured off centrifugation is continued for a further 5 
minutes. The liquid which now accumulates is removed 
by a Pasteur pipette, enough being left to resuspend the 
cells. The whole suspension (about 0-02 ml.) is trans- 
ferred to a grease-free slide as a single drop which is left 
to dry in a warm, dust-free atmosphere. The addition 
of glycerin protects the cells from distortion. When 
dry the cells are stained by a standard procedure using 
Harris’s haematoxylin and Papanicolaou’s polychrome 
stain. It is emphasized that care should be taken at all 
stages to prevent the introduction of dirt, particulary 
dust from workmen’s clothes during collection of the 
specimen. 

The method has the great advantage of assuring that 
an adequate number of cells is obtained from every 
sample of urine, an attribute which is of particular value 
when only a few tumour cells are present in any one 
specimen. H. Caplan 


} 
15. 
Mu 
R. 
(N. 
| cas 
28 
| cre 
me 
i7ec 
2W 
by 
tie 
non 
3 pie 
rot 
| in 
Soir 
16, 
l.on 
resis 
E. k 
Cini 
447- 
tube 
by tl 
atior 
j grov 
inhit 
mad 
from 
j grov 
wher 
4 cont 
| 5 to 
4 of ca 
azid- 
bacil 
these 
of tl 
quan 
hand 
norm 
isoni; 
tent. 
differ 
there 
Catale 
4 gener 
with | 


rans- 
s left 
ition 
Vhen 
using 
rome 
at all 
f the 


that 
every 
value 
y one 


15. Cultivation of Spirochaetes from Spinal Fluids of 
Multiple Sclerosis Cases and Negative Controls 

. R. IcHELSON. Proceedings of the Society for Experi- 
piental Biology and Medicine [Proc. Soc. exp. Biol. 
(N.Y.)] 95, 57-58, May, 1957. 2 figs., 4 refs. 


Anaerobic cultures of cerebrospinal fluid from 76 


cases of clinically diagnosed disseminated sclerosis and 
28 control subjects were made at St. Luke’s and Chil- 


-cren’s Medical Center, Philadelphia, in a new culture 


medium containing human and rabbit serum and steril- 
ived by filtration. The author states that after one or 
2 weeks’ incubation at 30° C. spirochaetes were detected 
ty phase-contrast and dark-field microscopy in 78% of 
tie cultures from cases of disseminated sclerosis, but in 
one of those from the control subjects. The organisms, 
p:10tomicrographs of which are reproduced, were actively 
r-otile and were “‘ identical in appearance to those found 
in brain tissue by Steiner [in 1919], who named them 
Sirochaeta myelophthora”’. R. Hare 


15. Catalase Activity of Tubercle Bacilli Resistant to 
I oniazid. (Activité catalasique des bacilles tuberculeux 
r-sistant P’isoniazide) 

E. Krets and E. Le Joustoux. Revue francaise d’ études 
c.iniques et biologiques (Rev. frang. Et. clin. biol.) 2, 
447-468, May, 1957. 2 figs., 49 refs. 


The distribution of catalase in individual ‘colonies of 
tubercle bacilli grown on Léwenstein-Jensen medium 
was determined by a semi-quantitative method developed 
by the authors. It was found that there was much vari- 
ation in the catalase content of the colonies. The 
growth of catalase-poor colonies in liquid medium was 
inhibited by 0-03°% oxygen solution, a property which 
made it possible to sort out catalase-containing colonies 
from mixed growths. The catalase content of cultures 
grown in liquid medium increased with time. However, 
when grown in the presence of isoniazid their catalase 
content fell, the fall being rapid with concentrations of 
5 to 20 wg. per ml. Isoniazid thus favours the growth 
of catalase-deficient organisms. 

Catalase-deficient organisms were found only in isoni- 
azid-resistant colonies. Of 1,114 strains of tubercle 
bacilli studied, 683 were sensitive to isoniazid. All of 
these were qualitatively catalase-positive, only about 1% 
of them having a very low activity when examined 
quantitatively. Of the resistant colonies on the other 
hand, 59®% were catalase-poor, but the remainder had a 
normal or low normal catalase content. Resistance to 
isoniazid cannot therefore be equated with catalase con- 
tent. Further, by examining colonies resistant to 
different concentrations of isoniazid it was shown that 
there was no precise correlation between degree of 
catalase activity and degree of resistance, although in 
general the frequency of catalase-poor colonies increased 
with increasing resistance. 


Microbiology and Parasitology 


Subcutaneous injection of cultures of tubercle bacilli 
into guinea-pigs gave rise to one of 3 types of response— 
progressive disease leading to the death of the animal 
with widespread lesions, regression with eventual recovery 
and minimal lesions, or a mixed response, with initial _ 
regression followed by progressive disease and death. 
The type of response was found to be related qualitatively 
to the catalase activity of the organisms. Of 68 cases 
in which the catalase activity of the bacilli inoculated 
was poor or absent, the response was regressive in 54, 
mixed in 13, and progressive in only one case. Of 4 
cases in which the catalase content of the organisms was 
normal, the response was regressive in 5, mixed in 2, and 
progressive in 7. However, the pathogenicity of the 
organism was not directly proportional to its catalase 
content, those bacilli which were richest in catalase not 
necessarily being the most virulent. M. Lubran 


SEROLOGY AND IMMUNOLOGY 


17. The Serological Diagnosis of Influenza in Infancy 
N. R. Grist. Scottish Medical Journal (Scot. med. J.) 
2, 249-254, June, 1957. 16 refs? 


Investigations during four outbreaks of influenza 
showed that the highly specific antibody response of - 
young children was difficult to detect by routine comple- 
ment fixation tests with soluble antigens. In infants 
antibodies developed slowly, reached low levels, or might 
remain undetectable. The sensitivity of the diagnostic 
complement fixation test was markedly increased by the 
use of a cold-overnight period of fixation. Consider- 
ably higher titres were found by this test when soluble 
antigen from type A viruses of recent origin was used 
instead of soluble antigen from PR8 virus. This obser- 
vation suggests an element of strain specificity in the 
soluble antigens of influenza A viruses.—[Author’s 
summary.] 


18. The Laboratory Diagnosis of Cysticercosis of the 
Central Nervous System. (O na6opaTopHoi quarHocTuKe 
WEHTPasIbHOH HEpBHOH CHCTEMBI) 

A. T. Voznaya. Bonpocu: Hetipoxupypeuu [Vop. 
Nejrokhir.] 35-37, No. 6, Nov.—Dec., 1956. 


The author reviews the results of laboratory investiga- 
tions carried out at the Institute of Neurosurgery, Mos- 
cow, in nearly 1,000 cases of suspected cysticercosis, and 
stresses the usefulness of examination of the cerebro- 
spinal fluid (C.S.F.), together with determination of the 
complement-fixation reaction of the blood and C.S.F. 
The amount of protein in the C.S.F. is inconstant, being 
often raised but in other cases being within normal 
limits. The cells in the C.S.F., however, are. always 
increased in number, up to 50 to 150 per c. mm., con- 
sisting mainly of lymphocytes with some eosinophil 
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granulocytes. The antigen for the complement-fixation 
reaction used at this institute during recent years has 
been prepared from the cysticercosis vesicles. In 110 
cases in which the complement-fixation reaction was 
positive cysticerci were in fact found, but in 425 cases 
giving a negative reaction no cysticerci were present, 
while in 5 cases the results were unreliable, these including 
one false negative and 3 false positive results. 
L. Crome 


19. The Complement-fixation Reaction in Loiasis and 
Acanthocheilonema perstans Infections 

F. D. ScHorieLp. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 60, 170-172, July, 1957. 
3 refs. 


In an attempt to determine why the complement-fixa- 
tion test performed with Fairley’s Dirofilaria immitis 
group antigen gives*a negative result in a proportion of 
patients with loiasis the author has studied, at the 
Hospital for Tropical Diseases, London, the case notes 
of 127 previously untreated patients with this disease, 
all of whom had come from Nigeria, the Cameroons, or 
the Belgian Congo, where the disease is endemic. The 
diagnosis had been confirmed in 41 cases by demonstra- 
tion of the microfilariae of Loa loa or the adult worm, 
while there was a characteristic history of typical Calabar 
swellings in the remaining 86 cases. 

It was found that in 48 patients with a short history 
of infection (under one year) and 23 with a long history 
(over 7 years) there were high proportions (21 and 70°% 
respectively) of negative complement-fixation reactions, 
. whereas 30 patients with a history of 1 to 3 years’ dura- 
tion gave a positive reaction. The author concludes that 
these differences reflect changes in the host-—parasite 
relationship in loiasis. 

In a further study of the records of 53 patients with 
embryos of Acanthocheilonema perstans in the blood, 
but with no evidence of other filarial infestation, it was 
found that only 8 (15°%%) showed a positive complement- 
fixation reaction. The author considers that the positive 
reaction is usually an indication that another undiagnosed 
filarial infection is simultaneously present. 

C. L. Pasricha 


20. Demonstration of Circulating Antibodies to M. 
tuberculosis in Humans. I. Technique. Theoretical 
Considerations and Development of a New Concept of 
Antibody Assay as Applied to Tuberculosis 

S. M. Dozier, M. H. and G. E. WoopHaM. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc. 75, 949-953, June, 1957. 1 fig., 
5 refs. 


In this paper from the U.S. Army Hospital, Fort 
Benning, Georgia, and the District of Columbia General 
Hospital, Washington, D.C., a method of assaying circu- 
lating antibodies to Mycobacterium tuberculosis, using 
Coombs’s anti-human-globulin serum, is described. 
The principle of the method consists in adsorbing the 
circulating antibody globulin on to its antigen (a suspen- 
sion of Myco. tuberculosis) and then adding a standard 
amount of Coombs’s serum, which will in turn react 


_ MICROBIOLOGY AND PARASITOLOGY 


- [Amer. Rev. Tuberc.] 75, 954-957, June, 1957. 


with its own antigen, the globulin now adsorbed on the 
bacterial cells. The residual Coombs’s serum is then 
back-titrated with sensitized human Group-O erythro- 
cytes. Preliminary experiments indicated that a signifi- 
cant antibody titre could be obtained with serum from 
patients suffering from tuberculosis, and that in patients 
without active disease the serological response was 
negative, regardless of the skin sensitivity reaction. 
John M. Talbot 


21. Demonstration of Circulating Antibodies to M. 
tuberculosis in Humans. II. Clinical Laboratory Studies. 
The Existence of Specific Circulating Antibody in Patients 
with Active Tuberculosis 

M. H. Fusitio, D. L. Weiss, and S. M. Dozier. Ameri- 
can Review of Tuberculosis and Pulmonary Diseases 
1 ref. 


The authors’ method for detecting circulating anti- 
bodies to Mycobacterium tuberculosis [described in Ab- 
stract 20] was used in a study of 178 specimens of 
serum from various sources. In sera from 41 healthy 
subjects the antibody titre varied from 1:32 to 1:256, 
whereas in sera from 76 patients with active pulmonary 
tuberculosis the titre showed a considerable fall (undiluted 


to 1:8). The titre in one case of tuberculous disease 


of the hip-joint was 1:8 and in one of tuberculous 
meningitis also 1:8, but in 2 further cases of tuberculous 
meningitis it was 1:128; it is thought that the findings 
in these last 2 cases were probably “false negative ” 
reactions. 

Specimens of serum. obtained from patients with 
arrested tuberculosis, from subjects exposed to tuber- 
culous inféction, and from patients suffering from 
diseases other than tuberculosis were also examined, and 
in all except 3 the antibody titre was within the normal 
range. The 3 patients whose serum gave a “ false 
positive” reaction had had an infection of the upper 
respiratory tract during the fortnight preceding the test; 
in 2 cases the serum was re-examined later, when the titre 
was found to be within normal limits. 

The authors state that it is planned to use this method 
in a survey of B.C.G.-immunized subjects and to adapt 
it for a study of amoebiasis. John M. Talbot 


22. Safety and Antigenic Potency Testing of Polio- 
myelitis Vaccine 

A REPORT FROM THE BIOLOGICAL STANDARDS CONTROL 
LABORATORY, MEDICAL RESEARCH COUNCIL LABORA- 
ToRIES, LONDON. British Medical Journal (Brit. med. J.| 
2, 124-126, July 20, 1957. 2 figs., 15 refs. 


This report describes the safety and potency tests 
carried out on the British formalinized trivalent polio- 
myelitis vaccine which, although similar to those prac- 
tised in the U.S.A., have had to be modified owing to 
the introduction of the attenuated Brunhilde strain of 
Type-I virus (described by Enders) in place of the more 
virulent Mahoney strain. It has been shown that cyno- 
molgus monkeys are more sensitive to attenuated strains 
than rhesus monkeys, and that increasing to 150 mg. 
the dose of cortisone which is necessary for the infection 
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of monkeys with small doses of virus enhances the 
- severity of the clinical picture. 

After the manufacturer has shown that the tests for 
safety and potency on the individual type components 
of the vaccine are satisfactory, the Biological Standards 
Control Laboratory of the Medical Research Council, 
London, and the manufacturers examine each batch of 
vaccine for the presence of live virus (by inoculation of 
cell cultures and of monkeys) and also for its antigenic 
activity in monkeys. In the safety test in cell cultures, 
formalinized vaccine without preservative is first dialysed 
against Hanks solution and then Parker’s 199 solution, 
and bovine albumin is then added. A minimum of 
2 litres from each batch is tested in trypsinized rhesus- 

-monkey kidney-cell cultures, using 3 or 4 different 
batches of cells and 10 ml. of vaccine being inoculated 
initially into each bottle without further dilution. Then 
3 days later 10 ml. of medium is added, and at 7, 14, 
and 21 days the fluid medium is replaced and at least 
2% of it subcultured in new cell cultures which, as with 
the original, are examined twice weekly for 14 to 21 days 
for cytopathic changes. At the end of 21 days the 
original cell cultures are challenged in order to confirm 
their sensitivity to poliomyelitis virus. 

The safety test in monkeys is carried out by injecting 
each batch of vaccine intracerebrally, intraspinally, and 
intramusculariy into 15 rhesus and 15 cynomolgus 
monkeys which have been given 150 mg. of cortisone 
2 days before and on the day of inoculation; they con- 
tinue to receive 50 mg. of the corticoid every other day 
until the 22nd day, when they are killed and sections 
prepared of various parts of their brain and spinal cord. 
Blood is collected from the animals at 4-day intervals 
after inoculation and examined by cell culture for the 
presence of poliomyelitis virus. The antigenic potency 
tests are carried out in selected rhesus monkeys, 12 of 
which are given doses of 1 ml. of each batch of vaccine 
weekly for 3 weeks. The individual sera are then titrated 
for neutralizing antibodies to each of the three types of 
poliovirus. Serial dilutions of serum mixed with virus 
are added to monkey kidney-cell cultures and incubated 
in roller drums for 6 days, when the final readings of the 
cytopathic effect of the virus are made and the titre 
(PDso) of the serum determined. The three British 
Standard Poliomyelitis Antisera (which will be described 
later) are used as controls. A. Ackroyd 


23. Staining Toxoplasma gondii with Fluorescein- 
labelled Antibody. I. The Reaction in Smears of Peri- 
toneal Exudate. II. A New Serologic Test for Antibodies 
to Toxoplasma Based upon Inhibition of Specific Staining 
M. GOLDMAN. Journal of Experimental Medicine [J. 
exp. Med.] 105, 549-556, 2 figs., 9 refs.; and 557-573, 
12 refs., June 1, 1957. 


In these two papers from the U.S. Department of 
Health Communicable Disease Center, Atlanta, Georgia, 
the author describes a new staining method for the diag- 
nosis of infections with Toxoplasma in which fluorescein- 
labelled homologous antibody is used. In the first paper 
the application of this technique to staining of the organ- 
isms in smears of the peritoneal exudate is described as 
follows. The globulin fraction is first separated from 


immune human serum and labelled with fluorescein, 

after which uncombined fluorescein is removed from the 

conjugated protein and the resulting product dialysed 

and stored at —20°C. The antigen is prepared from 

the peritoneal exudate of infected mice, which is formol- 

ized and repeatedly centrifuged for removal of the 

parasites, after which drops of the suspension containing 

the formolized parasites are dried on slides. For the 

actual test, 0-04 ml. of labelled antibody is placed on a 

dried smear and left for one hour in a wet chamber at 

37° C.; the slide is then washed successively in saline 

and water for 10 to 15 minutes, dried, and alkaline 

buffered glycerin added; a coverslip is then applied and 

the preparation examined under a microscope with a 
dark-field condenser and yellow and green filters and 
with a mercury-vapour lamp as the light source, when 

the parasites exposed to labelled antibody can be detected 

by their bright fluorescence. 

- The specificity of this reaction was established (1) by 
the absence of fluorescence in Toxoplasma exposed to 
normal fluorescein-labelled human and rabbit sera; 
(2) by absence of fluorescence when the parasites were 
treated with labelled antiserum after previous exposure 

to non-labelled antiserum, whereas fluorescence was 

seen after previous exposure to non-labelled normal 

serum; and (3) by the lower level of fluorescence seen 

in trypanosomes exposed to labelled Toxoplasma anti- 

serum. The antigen system of Toxoplasma was found 

not to be affected by short exposure to methanol, acetone, 

formalin, or phenol, it was not destroyed by exposure 

to a temperature of 56° C. for 30 minutes, and its keeping 

properties were improved by storage at —20° C. 

The second paper is devoted to the application of the 
same principle to the serological diagnosis of toxo- 
plasmosis, which is based on the fact that the staining 
of Toxoplasma antigen with homologous fluorescein- 
labelled antibody can be inhibited by first exposing it to 
the original unlabelled antibody. For this test the anti- 
body in immune serum was labelled with fluorescein and 
Toxoplasma smears were prepared by the methods de- 
scribed above. The inhibition test was carried out with 
undiluted human serum obtained for the diagnosis of 
toxoplasmosis, 0-02 ml. of which was mixed in a tube 
with the same volume of labelled antibody, usually in 
dilutions of 1+2 or 1+4, after which the mixture was 
transferred to a smear preparation of Toxoplasma; this 
was kept for one hour at 37° C., then immersed in saline 
and water for 10 and 5 minutes respectively, and finally 
dried, mounted in glycerol, and examined microscopically 
for degree of fluorescence. The presence of antibody in 
the test serum was determined by reduction in the 
brightness of fluorescence as compared with that in a 
negative control slide. The results of this test tallied 
with those obtained with the methylene blue dye test, 
but the complement-fixation test yielded fewer positive 
results.The specificity of the inhibition test was assessed 
by comparison with the results of the dye test and the 
clinical histories of the patients, as well as by tests with 
heterologous sera of animals immunized with unrelated 
antigens (various species of bacteria, leptospires, trypano- 
somes, entamoebae, viruses, and helminths), none of 
which gave cross-reactions. C. A. orci 
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24. An Objective Comparison of Two Recent Neutral 
Theophylline Compounds with Aminophylline 

D. N. Puear. British Medical Journal (Brit. med. J. ] 
2, 74-75, July 13, 1957. 6 refs. 


Two neutral acid-soluble theophylline derivatives, 
dihydroxypropyl theophylline neutraphylline’’) and 
‘theophylline-ethanoic acid with diethylenediamine (“ eto- 
phylate ’’), were compared with aminophylline in cases 
of chronic bronchitis and of asthma at the Central 
Middlesex Hospital, London. All 3 drugs were given 
intravenously, dosage being 0-25 g. of aminophylline, 
0-3 g. of neutraphylline, and 0-5 g. of etophylate. Effect 
was judged by determining the expiratory flow rate 
as described by Kennedy (Thorax, 1953, 8, 73), which is 
regarded as an index of the maximum ventilatory capacity 
at a theoretical respiratory rate of 40 per minute. This 
was measured 5, 10, and 15 minutes after each injection. 
An increased rate was observed at each determination 
after injection of aminophylline, but neutraphylline and 
etophylate administration was followed in each case by- 
a fall in rate below the level present before the drugs 
were given. V. J. Woolley 


25. Subcutaneous Heparin with and without Hyaluronidase 
A. HOLLMAN and R. E. NAGLE. British Medical Journal 


(Brit. med. J.] 2, 182-185, July 27, 1957. 5 figs., 


16 refs. 


The effects on the clotting time of the blood of sub- 
cutaneous injections of heparin with and without hyal- 
uronidase were investigated at University College 
Hospital, London. The doses of heparin used were 
15,000 to 25,000 units, and of hyaluronidase 1,000 
Benger units, injections being given into the buttock. 
Clotting times were determined by Dale and Laidlaw’s 
method. 

Short-term observations were made on 8 healthy 
subjects, the clotting time being determined hourly for 
6 hours or until a normal reading was obtained. Injec- 
tions of heparin with or without hyaluronidase prolonged 
the clotting time by less than 25% in 4 subjects, and in 
2 subjects both methods gave a prolongation of 50%. 
In the other 2 subjects both drugs together doubled the 
clotting time, which returned to normal in 6 hours, 
while heparin alone had little or no effect. In all 8 
subjects the intravenous injection of heparin led to a 
fourfold or greater increase in clotting time. In 4 
further subjects heparin injected under the skin 20 
minutes after hyaluronidase produced less than 25% 
prolongation within 3 to 4 hours. Of 8 patients with 
venous thrombosis or cardiac infarction given heparin 
with hyaluronidase, the clotting time was prolonged by 
400% in one patient and by 50% in 5, while it was 
unchanged in 2 patients. In another 3 patients given 
heparin alone a prolongation of 50°% was noted. Tender- 
ness was complained of after 15 out of 23 injections of 


8 


heparin with and without hyaluronidase, and bruising 
occurred 4 times. 

In the long-term observations 8 patients with venous 
thrombosis or cardiac infarction received heparin with 
hyaluronidase 2 or 3 times daily for 7 to 14 days. After 
an average delay of 14 hours it was found possible to 
maintain the clotting time at 2 to 3 times the control 
level in all 8 cases. In 4 of these cases the same results 
were obtained when heparin was injected alone. Hae- 
morrhage occurred in 4 cases and local tenderness and 
bruising in 4. It is concluded that the addition of hyal- 
uronidase neither accelerates absorption nor reduces 
local pain and bruising following the subcutaneous 
injection of heparin. Gerald Sandler. 


26. Codeine Phosphate, Propoxyphene Hydrochloride, 
and Placebo 

C. M. Gruser. Journal of the American Medical 
Association [J. Amer. med. Ass.] 164, 966-969, June 
29, 1957. 1 fig., 7 refs. 


From Indianapolis General Hospital a clinical trial is 
reported of a new synthetic analgesic, dextro-pro- 
poxyphene hydrochloride (a-b-2-propionoxy-4-dimethyl- 
amino-1 :2-diphenyl-3-methylbutane hydrochloride) on 
101 patients with chronic pain from various causes. 
The patients were given capsules 4 to 6 times daily for 
15 days, the contents of the capsules being: (1) a placebo, 
(2) 32-5 mg. of codeine, (3) 65 mg. of codeine, (4) 32-5 mg. 
of propoxyphene hydrochloride, or (5) 65 mg. of pro- 
poxyphene. The order in which the capsules were given 
was random, and the contents were unknown both to 
patients and to physicians at the 7 hospitals taking part 
in the trial. At the end of each 24-hour period the 
patients were asked to state the number of hours of slight, 
moderate, or severe pain which they had experienced 
during that time, the combined duration and severity 
of pain being then scored for each patient, one hour of 
slight pain scoring 1, a similar period of moderate pain 
scoring 2, and one hour of severe pain scoring 3. The 
incidence of side-effects was also noted. 

It was found that the patients could not distinguish 
between the effects of codeine and those of propoxyphene 
hydrochloride whichever of the two dose levels was 
given. When either analgesic was taken the pain 
endured was 75°% of that experienced with the placebo. 
Undesirable side-effects were reported much more 
frequently with 65 mg. of codeine than with any of the 
other medicaments. During the administration of pro- 
poxyphene hydrochloride gastro-intestinal symptoms 
were no more frequent than with the placebo, but the 
incidence of disturbances of the central nervous system, 
such as vertigo, tinnitus, headache, and nervousness, 
was significantly higher than with the placebo. 

The author states that many patients have been given 
this new analgesic for periods up to 2 years without 
developing tolerance to the drug. T. J. Thomson 
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Chemotherapy 


27. Chemotherapy for Staphylococcus aureus. Com- 


bined Use of Novobiocin and Erythromycin and Other 
Methods in the Treatment of Burns 


E. J. L. Lowsury. Lancet [Lancet] 2, 305-310, Aug. 
17, 1957. 22 refs. 


It was shown at the M. R. C. Burns Research Unit, 
Birmingham, that Staphylococcus pyogenes var. aureus 


_ was Cleared from a higher proportion of burns treated by 


the “closed” method when both erythromycin and 
novobiocin were given by mouth (34 of 49 cases, 68°%) 
than when no chemotherapy was given (3 out of 31 cases, 
10%) or when erythromycin or novobiocin was used 
alone (37% and 22% respectively). Both in these 
clinical trials and in studies carried out in vitro on five 
strains of Staph. aureus antibiotic resistance developed 
more slowly in the presence of both antibiotics than in 
ihe presence of either singly. There was no evidence 
of a synergic action of the two antibiotics in vitro. 
During a period in which erythromycin and novobiocin 
were being given, always in combination, 5 weeks elapsed 
defore staphylococci resistant to both antibiotics a ppeared 
in the burns of patients. 

Because of the risk of producing strains of staphylo- 
cocci resistant to these antibiotics it is recommended 
that alternative forms of treatment be explored. In a 
‘rial of chloramphenicol it was found that 8 out of 9 in- 
patients with burns treated with 1% chloramphenicol 
cream lost their staphylococci during treatment. This 
method was less effective in the treatment of out-patients, 
but the results were considerably better than those 
obtained with penicillin cream containing 1,000 units of 
penicillin per gramme. Staph. aureus usually failed to 
respond to-chemotherapy when the burns were treated 
by the exposure method. 

In spite of the potential value of novobiocin and 
erythromycin in combination it is nevertheless suggested 
that none of these antibiotics be used unless there is a 
strong clinical indication, such as interference with the 
taking of skin grafts. E. G. Rees 


28. Penicillin V—a Clinical Assessment after One Year 
R. Lams and E. S. MAcLEAN. British Medical Journal 
[Brit. med. J.] 2, 191-193, July 27, 1957. 4 refs. 


The use of oral phenoxymethylpenicillin (penicillin V) 
in 110 patients is reported from the Gateside Hospital 
for Infectious Diseases, Greenock, Scotland. Of this 
number, 100 had pulmonary infections—63 of these 
having received no treatment before their admission to 
hospital—and the remaining 10 had miscellaneous infec- 
tive conditions, including cellulitis, pyaemia, anthrax, 
and ulcerative endocarditis. Children received 60 mg. 
and adults 120 mg. 4 times daily for milder, moderate 
infections, and double these doses for severe infections. 
Five patients with pulmonary infections and one patient 


with ulcerative endocarditis died, but most of the other 
patients responded satisfactorily. No toxic: side-effects 
were encountered. [This was an unsatisfactory trial with 
inadequate bacteriological, radiological, and statistical 
control.] Gerald Sandler 


29. A Trial of Penicillin V. Response of Penicillin- 
resistant Staphylococcal Infections to Penicillin 

J. I. Burn, M. P. Curwen, R. G. HUNTSMAN, and 
R. A. SHooteR. British Medical Journal (Brit. med. J.] 
2, 193-196, July 27, 1957. 1 fig., 5 refs. 


The efficacy of phenoxymethylpenicillin (penicillin V) 
by mouth was compared with that of penicillin by injection 
in 346 cases of minor infections, mainly staphylococcal, 
at St. Bartholomew’s Hospital, London. In alternate 
periods of 6 weeks all patients seen were given daily 
intramuscular injections of ‘** abbocillin 800 M ” in 1-ml. 
doses (containing 600,000 units of procaine penicillin and 
200,000 units of crystalline benzylpenicillin) or were 
treated with penicillin V, 250 mg. thrice daily before 
meals. Response was assessed by the time required for 
healing from the start of treatment. Treatment was not 
completed in 28 cases; another 8 cases failed to respond 
to penicillin and tetracycline was substituted. 

Initially the 160 patients receiving injections responded 
better, healing taking place by the 5th day in 36°8% (59) 
compared with 19% (29) of the 150 given penicillin 
by mouth. By the 10th day differences were evened out, 
79%, (127) and 77% (115) being the respective figures 
for healing. More patients in the group given injections 
underwent surgical incision, but this may have been due 
to their being seen more frequently. ‘A total of 66 
patients, evenly distributed between the two groups, 
were infected with penicillin-resistant Staphylococcus 
pyogenes, but there was no significant difference in their 
healing time compared with the 173 patients with 
penicillin-sensitive staphylococcal infections. 

Gerald Sandler 


30. Synergism between Human Gamma Globulin and 

in the Treatment of Experimental 
M. W. FisHER. Antibiotics and Chemotherapy [Antibiot. 
and Chemother.] 7, 315-321, June, 1957. 6 refs. 


Mice were given intraperitoneal injections of lethal 
doses of various pathogenic bacteria followed imme- 
diately by subcutaneous injections of chloramphenicol 
or human gamma globulin or both. In all cases strong 
synergism between the two substances was found, so 
that with doses of 25 mg. of chloramphenicol per kg. 
and 0-025 ml. of gamma globulin, instead of an additive 
expected survival rate of 7% the actual rate observed 
was 94%. It is suggested that such a combination 
would be valuable in specially severe infections or in cases 
of known gamma-globulin deficiency. V. J. Woolley 


Infectious Diseases 


31. Vectors of Murray Valley Encephalitis 
D.M. McLean. Journal of Infectious Diseases {J. infect. 
Dis.) 100, 223-227, May-June, 1957. 16 refs. 


This report from the Walter and Eliza Hall Institute 
of Medical Research, Melbourne, gives the results of 
transmission experiments performed there and in the 
United States with the aim of identifying the vector 
responsible for conveying the causal virus of Murray 
Valley encephalitis (M.V.E.). Various types of mosqui- 
to were fed a meal of blood and cane sugar containing 
103 egg-infective doges of M.V.E. virus in an insectary 
at 80° F.(27° C.). One or two mosquitoes were removed 
immediately after the meal, and thereafter at daily 
intervals, for estimation of the virus content of their 
salivary glands, thorax, gut, and legs. The mosquitoes 
were also induced to bite chicks at intervals of 3 to 41 
days after they had been fed virus, evidence of viraemia 
in the chicks being sought 24 and 48 hours later. 

Virus was demonstrable only in the gut of the mos- 
quitoes immediately after the infected blood meal. It 
could not be detected elsewhere during the Ist and 2nd 
days, but on the 3rd day it appeared in the salivary glands 
and also in the thorax, gut and legs, and persisted for up 
to 48 days. From the results of the chick experiments it 
was evident that the mosquito Culex annulirostris and 
seven other culicine species readily transmitted M.V.E. 
virus, whereas two anopheline species, Anopheles 
annulipes and A. quadrimaculatus, did not. The author 
therefore concludes that the principal vector of M.V.E. 
infection in the Murray Valley appears to be C. annuli- 
rostris, which inhabits the river ‘bottom and irrigated 
pastures and vineyards. It is significant that most of 
the reported cases of encephalitis have occurred in people 
living in these ecological zones. This mosquito feeds 
readily on man during the half-hour just after sunset 
and also on domestic fowls and wild water birds, in a 
high proportion of which the presence of high neutralizing 
antibody titres indicated widespread infection. It is 
noted that the feeding habits and ecology of C. annuliros- 
tris show striking resemblances to those of C. tarsalis, 
known to be the vector of St. Louis encephalitis in the 
U.S.A. D. Geraint James 


32. Neurological Complications of Rubeola (Measles) 
H. R. Tyter. Medicine [Medicine (Baltimore)| 36, 
147-167, May, 1957. Bibliography. 


Frem 1919 to 1956, 85 cases of measles with neurologi- 
cal complications were recorded at the Johns Hopkins, 
and Baltimore City Hospitals. Of these patients, 10 
are known to have died; the remainder were followed up 
for periods varying from 20 days to 30 years, the average 
being 7-2 years. 

Of the 85 patients, 67 (35 female and 32 male), of a 
mean age of 6 years, had encephalomyelitis. The 
clinical picture was variable, but the onset was usually 


characterized by an abrupt rise in temperature after it 
had returned to normal and the rash was fading, drowsi- 
ness, irritability, and headache. Physical examination 
was often negative and the whole illness commonly 
lasted only a short time. In 38 cases there were con- 
vulsions, which usually occurred as the temperature rose 
and were solitary; in a few cases, however, they were 
repetitive, and 4 patients died in status epilepticus. 
Cerebellar ataxia occurred as the only sign of nervous 
involvement in 3 cases, but was present together with 
other signs in 22 of the 67. Some of the patients [pumber 
not stated] became comatose; involvement of the cranial 
nerves in such cases was rare, though sixth-nerve palsy 
and nystagmus occurred, and frank decerebrate rigidity 
was also seen. The period of unconsciousness lasted 
from one to 40 days.. Once recovery set in, it was pro- 
gressive, if often slow; rapid recovery, even after pro- 
longed stupor, was of excellent prognosis. Lumbar 
puncture was performed in 33 cases, in 29 of which the 
cerebrospinal fluid (C.S.F.) showed an increase in cells 
(lymphocytes) and protein; the colloidal gold curve and 
the pressure were normal in all cases. An electro- 
encephalogram (EEG) was recorded in 18 cases and was 
abnormal in all, the commonest abnormality being slow 
waves at 4 to 6c.p.s. In most cases the record became 
normal after 3 to 8 weeks. Additional spinal involve- 
ment (myelitis), with absent reflexes, abnormal bladder 
control, or paraplegia, was present in 10 cases, but only 
one patient had isolated spinal signs. Five patients had 
visual difficulties on recovery from the acute stage, one 
being totally blind, but vision returned to all within 3 
months. Three patients had transient mental disturb- 
ances (hallucinations), and many [number not specified] 
showed disordered personality traits and emotional 
instability in the post-encephalitic period. In the blood 


a leucocytosis (up to 20,000 cells per c.mm:), with a shift — 


to the left, was usual. The urine was normal in all cases. 
Of these 67 patients, 42 recovered completely and 4 died; 
the residua in the remainder included convulsive and 
other disorders and mental retardation. 

Of the remaining 18 patients, 10 developed sudden 
hemiplegia. Unlike encephalomyelitis, there was no 


_ relationship between its onset and the fading of the rash, 


and in 5 cases the hemiplegia preceded the rash. C.S.F. 
studies were normal, but EEG tracings showed focal 
accentuation in the contralateral hemisphere. The 
paralysis persisted in all cases. Three patients developed 
acute cerebral oedema (toxic encephalopathy) on the 3rd 
to 7th day of illness, and all died. Bilateral retrobulbar 
neuritis occurred alone in 2 cases, with complete recovery, 
and choreoretinitis in one, with almost complete residual 
blindness. Two patients developed a toxic psychosis. 
There were no cases of cerebral thrombophlebitis or 
peripheral neuropathy. 

Prognosis for full recovery was worst in the hemi- 


plegic group, in cases with a persistently low I.Q., and 
10 
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in infants. Prognosis for survival was worst in those 
with convulsions and toxic encephalopathy. It is 
recommended that the treatment should be conservative, 
lumbar puncture being contraindicated in cases with 
cerebral oedema. 
[An excellent paper, which should be read in full.] 
I. M. Librach 


33. Salmonellosis in Massachusetts. A Sixteen-year 


Experience 

R. A. MacCreapy, J. P. REARDON, and 1. SAPHRA. New 
England Journal of Medicine [New Engl. J. Med.| 256, 
1121-1128, June 13, 1957. 2 figs., 32 refs. 


Over a period of 16 years 2,625 strains of Salmonella 
were isolated in the Diagnostic Laboratory of the Massa- 
chusetts Department of Public Health. As is usual in 
many other parts of the world, Salm. typhimurium was 
encountered most frequently, being isolated 983 times. 
Salm. typhosa was isolated 565 times, and the next five in 
order of frequency were Type Montevideo (319 times), 
Type Newport (265 times), Type Oranienburg (221 times), 
Salm. paratyphi B (111 times) and Type Bareilly (100 
times). 

The incidence of infection by Salm. typhosa gradually 
fell during the 16 years, but that by other types has 
increased sevenfold. R. Hare 


34. Clinical Manifestations of Salmonellosis in Man. 
An Evaluation of 7,779 Human Infections Identified at 
the New York Salmonella Center 

I. SAPHRA and J. W. Winter. New England Journal of 
Medicine [New Engl. J. Med.| 256, 1128-1134, June 13, 
1957. 5 refs. 


During the 16-year period 1939-55 a total of 7,779 
human infections by salmonellae other than Salmonella 
typhosa were identified at the New York Salmonella 
Centre. Salm. typhimurium was the commonest causa- 
tive organism, being. isolated 2,385 times, the next 
most frequent being Type Newport (701 times), Type 
Montevideo (659 times), Type Oranienburg (641 times), 
Salm. paratyphi B (349 times), Salm. anatis, and Type 
Newington (346 times). 

Of these strains, 15°% were isolated from asymptomatic 
convalescent or contact carriers. The remainder were 
from cases of disease, 68°% of the total coming from 
patients with gastro-enteritis, while 9° were from 
patients with generalized symptoms suggestive of typhoid 
fever. R. Hare 


35. Staphylococcal Pulmonary Lesions with Scarla- 
tiniform Manifestations. 
HHA JIEPKHX CO 
O. I. Bazan. Apxus [Tamoaoeuu [Arkh. Patol.} 19, 23- 
29, No. 2, 1957. 2 figs., 15 refs. 


The author presents an analysis of 7 fatal cases (in 
6 children of up to 4 years of age and one woman 
aged 26) of staphylococcal infection in which there were 
predominant involvement of the lungs, severe toxaemia, 
and scarlatiniform rash, a syndrome which often leads 
to an erroneous clinical diagnosis. In 6 of these cases 
staphylococcal infection was preceded by an upper 


. 


respiratory infection, complicated in 3 of the children 
by a necrotizing staphylococcal tonsillitis. Pulmonary 
lesions, localized and wedge-shaped in 3 cases and 
generalized in the remaining 4, were typical of staphylo- 
coccal pneumonia, with focal necrosis, abscess formation, 
and great numbers of staphylococci present in the 
necrotic foci. A study of recent necropsy records 
seemed to suggest that there has been an increase in 
the frequency of such cases during the last few years. 
A. Swan 


INFECTIOUS DISEASES OF UNKNOWN 
AETIOLOGY 


36. Puncture Biopsy of the Liver in the Diagnosis of 
Sarcoidosis and Other Granulomatous Diseases. (La 
ponction-biopsie du foie dans le diagnostic de la sarcoi- 
dose et d’autres affections granulomateuses) 

E. Lepacg, E. PLuyers, and A. TirZzMALis. Bulletins et 
mémoires de la Société médicale des hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris] 73, 434-444, May 10, 1957. 
40 refs. 


The authors, writing from La Louviére Hospital, 
Belgium, point out the value of liver biopsy examination 
in the diagnosis of sarcoidosis, and describe a case in 
which liver puncture biopsy revealed positive evidence 
of sarcoidosis when the result of biopsy of the patient’s 
enlarged lacrimal glands: and submaxillary nodes was 
negative, as were also the results of laboratory investiga- 
tions, although sarcoidosis had been diagnosed clinically. 
Search of the literature for the period 1942 to 1957 
showed that an examination of a puncture biopsy_of 
the liver gave a positive result in 133 out of 187 proved 
cases of sarcoidosis (71°%). 

In an investigation of other granulomatous diseases 
the authors found that liver puncture biopsy was of less 
definite value. Thus of 12 patients with erythema 
nodosum, the result was negative in 4 children having 
strong tuberculin reactions and in 2 patients with acute 
articular involvement. The biopsy result was positive 
in only one of 2 patients with erythema nodosum and 
no other clinical manifestations, and in 2 out of 4 patients 
with involvement of the hilar lymph nodes, and was 
negative for sarcoidosis in all but 3 of 32 patients with 
chronic pulmonary tuberculosis, one patient with bru- 
cellosis, and 2 patients with infectious mononucleosis. 

M. Lubran 


37. The Hilar Lymph-nodes in Sarcoidosis with Special 
Reference to Prognosis 

H. and C. Hoyie. Lancet [Lancet] 2, 66-70, 
July 13, 1957. 11 figs., 18 refs. 


The course of bilateral hilar lymphadenopathy has 
been followed at King’s College Hospital, London, in 
66 patients, mainly young adult town-dwellers. A diag- 
nosis of sarcoidosis was suggested by clinical and radio- 
logical features. It was confirmed histologically in one- 
half, principally by aspiration liver biopsy. Radiographic 
abnormalities were confined to the lymph nodes in 45 
and also involved the lungs in 21 patients. Hilar adeno- 
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pathy cleared in 33 of the 45 patients within 27 months, 
and has persisted in the remainder of this group. Com- 
plete clearing of parenchymal mottling and hilar lymph- 
adenopathy occurred in 12 of the 21 patients with pul- 
monary involvement, whereas 3 developed severe pul- 
monary fibrosis. Thus in 45 of the whole series a normal 
chest radiograph was eventually achieved, either within 
a year (33 patients) or within 31 months (12 patients). 
Coincident extrapulmonary manifestations of sarcoidosis 
included ocular lesions (17), erythema nodosum (13) or 
other, unspecified, skin lesions (7), and superficial lymph- 
2 adenopathy (5). Tuberculin sensitivity was usually 
absent or low, but there was no correlation between it 
and the degree or duration of hilar lymphadenopathy. 
 D. Geraint James 


38. The Murray Valley Rash 
J. G. Witson. Medital Journal of Australia [Med. J. 
Aust.] 11, 120-122, July 27, 1957. 6 refs. 


An epidemic of at least 45 cases of Murray Valley 
rash occurred at Renmark, South Australia, in April, 
1956. Males were affected more than females in 
the proportion of 2:1, and most of the patients were in 
the young to middle-age group, only 4 being under 12 
years. The incubation period was believed to be 
approximately 14 days. There were only 3 instances of 
2 persons affected in the same household. The disease 
was attributed to a viral infection spread by mosquitoes 
and associated with the migration of birds to the fertile 
wet land of the Murray River basin. 

A maculopapular rash was common, the lesions being 
discrete, red, and pin-point in size; in other cases it 
might be morbilliform, urticarial, or vesicular in charac- 
ter. It appeared first on the wrists and ankles, then 
spread rapidly, with maximum intensity on the face 
and neck; it usually lasted 2 to 3 days. Irritation was 
intense in 15 cases and slight in 16; there was no irritation 
in the remaining cases. 

In the majority of patients general symptoms were 

5 few. One-third experienced joint pain, especially in the 
1 metacarpophalangeal joints. Occasionally the axillary 

4 and inguinal lymph nodes were enlarged and some 
patients complained of headache, fever, and muscle pain. 
In one case there was evidence of splenomegaly. In all 
cases the results of laboratory tests and radiological 
examination were negative. A. Garland 


39. An Epidemic Exanthem Associated with Poly- 
arthritis in the Murray Valley, 1956 — 

S. G. ANDERSON and E. L. Frencu. Medical Journal 
of Australia [Med. J. Aust.] 11, 113-117, July 27, 1957. 
1 fig., 15 refs. 


In the Murray River area, extending from Albury in New 
South Wales to Waikerie in South Australia, an epidemic 
of an exanthematous disease occurred during the 
autumn of 1956 which was characterized by a rash and 
pains in the joints and muscles, absence of fever, and few 
general symptoms. On clinical examination of 20 males 
and 16 females it was found that symptoms and signs 
had preceded the rash in 18. Prodromal symptoms in- 
cluded headache, rhinorrhoea, and pains in the muscles 
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and joints (10 cases). The rash appeared first on the 
cheeks, forehead, and chest, and then usually became 
widespread, lesions being pink or bright-red macules, 
2 to 10 mm. in diameter, which blanched on pressure. 
Papules developed in about one-third of the cases, and 
occasionally small vesicles appeared. In 2 cases a few 
dark-red macules, 4 mm. in diameter, were observed on 
the hard and soft palates. Sometimes the skin rash was 
varicelliform, but ulceration and scabbing were not seen. 
Most patients complained of slight irritation. The rash 
persisted for 2 to 10 days, and in 7 cases desquamation 
was noticed subsequently. Usually pain was experienced 
in the metacarpophalangeal and interphalangeal joints; 
occasionally the larger joints were affected. Limitation 
of movement was transient and local swelling was rare. 
In most cases the joint pains persisted for 14 days. In 
11 cases there was headache and in 5 painful enlarge- 
ment of the lymph nodes. Tenderness of the palms 
of the hands and soles of the feet and paraesthesiae in 
the fingers and toes were noteworthy features. 

No infective agent was isolated, and blood examination 
showed no abnormality. Only 3 patients had visited 
houses in which another case had occurred. However, 
the fact that many patients had spent their leisure by the 
river was considered to suggest that an insect vector might 
be involved. A. Garland 


40. Some Epidemiological and Laboratory Observations 
on an Epidemic Rash and Polyarthritis Occurring in the 
Upper Murray Region of South Australia 

C. O. Futter and P. WaRNER. Medical Journal of 
Australia [Med. J. Aust.] 11, 117-120, July 27, 1957. 
6 refs. 


In April, 1956, in the upper region of the Murray 
River, South Australia, there was an outbreak of an 
epidemic disease characterized by a rash and polyarthritis, 
some 200 cases being seen. The rash was maculopapular 
in type and faded within an average period of 3 to 4 days. 
Patients experienced pain and swelling in the limb joints, 
but the pain gradually decreased, with complete recovery 
usually within 4 weeks. Malaise, headache, backache, 
and pyrexia were inconstant features, and some patients 
complained of drowsiness and “‘ pins and needles”. 
There were no sequelae. 

A study of the epidemiological features in 17 cases 
showed that the sex incidence was equal, but that the 
disease was uncommon among children. There appeared 
to be no evidence of person-to-person infection. It was 
considered significant, however, that the outbreak 
occurred during a period of 2 to 3 months in the wet 
season when mosquitoes were prevalent. Although 
laboratory tests failed to reveal any causal organism, it 
was thought possible that the disease was due to virus 
spread by an insect vector. It was further considered 
that the epidemic might have been initiated when a large 
number of susceptible individuals attended a regatta 
held during Easter, 1956.- It is suggested that a 
parallel can be drawn between this disease and Murray 
Valley encephalitis, which, in all probability, is trans- 
mitted by mosquitoes from an avian reservoir. ‘ 

A. Garland 


D 
10 
In 
be 
sh 
pa 
otl 
thi 
sul 
ba 
inf 
cal 
rec 
the 
ap) 
col 
é d 
the 
tut 
the 
an 
the 
ori 
bee 
tub 
wo 
pat 
in 
exp 
In} 
pat 
tha 
am: 
64 
gra 
tha 
mo! 
and 
gist: 
wer 
4 15 1 
the 
nati 
it v 
tubs 
of 
4 soul 
sput 


Pane Dae 


Tuberculosis 


41. Incidence of Tuberculosis among Workers in.Medi- 
cal Laboratories 

D. D. Rew. British Medical Journal [Brit. med. J.] 2, 
10-14, July 6, 1957. 2 figs., 14 refs. 


An analysis of claims made to the Ministry of National 
Insurance by hospital staff for increased rates of sickness 
benefit for disability possibly attributable to occupation 
showed that claims in respect of tuberculosis during the 


’ period 1953-5 were relatively more frequent among 


pathologists and chest physicians and surgeons than 
other medical staff, and among laboratory technicians 
than other auxiliary staff. A questionary was therefore 
submitted to the directors of all official pathological and 
bacteriological laboratories in Great Britain asking for 
information about the work and routine health care 
carried out in each and about the occupation and health 
record of every individual who had worked there during 
the period 1949-53 inclusive. Of 369 directors 
approached, 345 (94°) gave all the information that they 
could obtain. 

Among a total of 4,824 persons who had worked in 
these laboratories during the 5-year period, 151 cases of 
tuberculosis were reported. Cf these, 55 were excluded, 
the infection in 16 being non-pulmonary, in 10 minimal, 
and in one self-inflicted (attempted suicide), while in 28 
the date of onset was before 1949 or the infection had 
originated in another laboratory by which it had already 
been reported. There remained 96 cases of pulmonary 
tuberculosis severe enough to necessitate absence from 
work. These were classified by sex, age, and occu- 
pational status, the observed frequency of tuberculosis 
in each category being compared with the numbers 
expected at the national notification rate. 

Among the more interesting findings are the following. 
In males the incidence of pulmonary tuberculosis among 
pathologists in the age group 35 to 44 years was more 
than 7 times higher than that expected, while that 
among chief or senior technicians in the age group 45 to 
64 years was nearly 4 times higher. Among other 
grades of technician the rate was greatly increased over 
that expected in the age group 15 to 24 and among post- 
mortem room attendants in the age groups 35 to 44 
and 45 to 64. Among females the rates for patholo- 
gists at all ages above 24 were markedly increased, while 
those for technicians, with the exception of students, 
were not. The rate for female student technicians aged 
15 to 24 was 3 times higher than that expected. When 
the laboratory population was grouped according to the 
nature of possible contacts with tuberculous infection 
it was shown that the highest incidence of pulmonary 
tuberculosis was associated in males with the handling 
of post-mortem material from either human or animal 
sources and in females with the handling of infected 
sputum, though it is pointed out that many laboratory 
workers may be exposed to more than one source of 


13 


infection, so that clear-cut comparisons are impossible. 
The incidence among laboratory workers of both sexes 
was greatest at about the third year of employment, with 
a slight rise also in the 16th and 17th years. 

The incidence of tuberculosis in different grades of 
laboratory worker was also compared with the incidence 
in the same period among postal employees of much the 
same social and educational background, it being shown 
that the rate for male pathologists was 4 times higher 
than that for G.P.O. professional staff, while the rate 
for male technicians was over 3 times higher than that 
for male G.P.O. clerical staff. : 

After discussing various alternative explanations for 
these findings the author concludes that there is “* con- 
siderable environmental hazard” of contracting pul- 
monary tuberculosis in laboratory work on the pathology 
and bacteriology of the disease. W. K. Dunscombe 


42. Systematized Pulmonary Condensations following 
Primary Tuberculous Infection in the Young Adult. (Les 
condensations pulmonaires systématisées secondaires a 
la primo-infection tuberculeuse chez Je jeune adulte) 
A. P. JARNioU, A. Moreau, C. CHAMBATTE, and A. 
LAVERGNE. Semaine des hépitaux de Paris [Sem. Hop. 
Paris] 33, 2793-2809, July 1957. 5 figs., bibliography. 
The authors describe, from the Percy Military Hospital, 
Paris, their findings in 29 patients aged 20 to 24 years 
suffering from primary tuberculosis who were observed 
for 3 to 6 months, and in some cases again after one year. 
On x-ray examination 23 cases showed homogeneous 
parenchymatous condensations of the middle lobe, 


‘mostly in association with obstructive bullous emphy- 


sema, while 12 (40°) also showed evidence of lobar 
retraction, the degree of this depending on the duration 
and chronicity of the lesions. Absence of retraction did 
not exclude, in the authors’ opinion, bronchial stenosis 
as the initial cause. Other associated lesions included 
hilar lymph adenopathy, with or without calcification, 
and calcified lung scars. 

Bronchoscopy was performed in 27 cases [in several 
no fewer than five times!] and revealed bronchial in- 
flammation which was diffuse in 8 cases and localized to 
a small territory in 11; mucosal oedema was present in 
7 cases, but no case of extrinsic bronchial compression 
was seen. Bronchography, carried out in 25 cases, 
revealed evidence of an abnormal middle lobe in 23 and an 
abnormal lingula in 5; cylindrical or ampullary bron- 
chiectasis was noted in 16 cases. The sputum was 
examined by culture or by guinea-pig inoculation, but 
was found to be positive for tubercle bacilli in only 2 
cases. 

Treatment with streptomycin, PAS, and isoniazid, or 
in some cases with penicillin or oxytetracycline, did not 
appear to influence the course of these condensations, as 


_judged by radiological evidence of regression. The 


14 TUBERCULOSIS 


course of the illness took one of three forms: (1) gradual, 
disappearance of the condensation after some 2 months, 
leaving little trace and with no sign of relapse during 5 
months’ observation; (2) the condensations reappeared 
after varying periods; or (3) in a small number of cases 
a symptomless radiological opacity remained unchanged 
indefinitely; in this group an associated bronchiectasis 
was often co-existent. Speculating on the pathogenesis 
of these lesions the authors suggest that bronchial 
stenosis is probably the primary cause, its degree being 
governed by the four following factors: (1) peribronchial 
inflammation with hypersecretion of bronchial mucus; 
(2) the development of bronchial fistula; (3) irritation 
of the sympathetic innervation of the peribronchial 
vessels; and (4) mechanical extrabronchial compression. 
In conclusion they discuss the differential diagnosis from 
other infective bacterial or viral conditions, pneumonia, 
and bronchial tumoun I. M. Librach 


43. Streptomycin Twice a Week with Daily PAS in 
the Treatment of Pulmonary Tuberculosis 

T. W. Lioyp. Tubercle [Tubercle (Lond.)| 38, 182-188, 
June, 1957. 23 refs. 


The results obtained in 200 sputum-positive cases of 
pulmonary tuberculosis treated for a minimum period 
of 24 weeks with PAS, 5 g. twice daily, and streptomycin, 
1 g. twice weekly, are reported from St. Wulstan’s 
Hospital, Malvern. Radiologically, 37 cases showed 
scarcely any change, 111 moderate improvement, and 
52 well-marked improvement. With the exception of 
41 cases, mostly those with extensive disease, sputum 
conversion occurred within 6 months. Resistance to 
streptomycin developed in 11 cases, and to PAS in 6. 

Attention is drawn to the paucity of the literature on 
the comparative value of daily streptomycin with PAS 
and of intermittent streptomycin with daily PAS. The 
American view is that there is little to choose between 
the two regimens, and the author of the present investiga- 
tion reaches a conclusion more or less in agreement with 
this. He admits, however, that intermittent streptomycin 
and PAS, so far as sputum conversion is concerned, is 
inferior to streptomycin with isoniazid or to PAS with 
isoniazid. In his opinion isoniazid should be included 
in the treatment of all cases of acute, extensive disease. 
He stresses that the individual dose of PAS should not 
be less than 5 g. and that the drug should always be 
given in solution or cachet form. Paul B. Woolley 


44. Superficial Glandular Tuberculosis. Treatment with 
Chemotherapy 

G. S. Kicpatrick and A. C. Douactas. British Medical 
Journal (Brit. med. J.| 2, 612-614, Sept. 14, 1957. 21 
refs. 


In this communication from the University of Edin- 
burgh the authors report the results obtained in 52 
patients (37 male and 15 female) aged 4 to 67 years with 
“ superficial glandular tuberculosis” who were treated 
at two Edinburgh hospitals with antituberculous chemo- 
therapy between 1952 and June, 1955, and followed up 
for at least one year. The cervical lymph nodes were 


affected in 50 cases and the axillary nodes in 2; 26 of the - 


patients also had pulmonary tuberculosis, and 24 of them 
(46%) had previously had tuberculous lymphadenitis. 
The diagnosis was confirmed by bacteriological or histo- 
logical methods in 23 cases. 

The results are described as (1) “* wholly satisfactory ” 
in 31 patients, of whom 22 received chemotherapy only 
and 9 underwent surgery in addition; and (2) an “ un- 
satisfactory course but satisfactory end-result” in 13 
patients; these developed sinuses or fluctuations in the 
course of the disease during chemotherapy, and 5 required 
surgical treatment. In 2 of the remaining 8 patients the 
result was still uncertain but seemed likely to be unsatis- 
factory, while definite relapse occurred in the other 6, 
who had received chemotherapy for an average period of 
8-5 months. : 

In the light of this experience the authors suggest that 
treatment is best carried out at first in hospital, since some 
patients cannot be relied on to continue chemotherapy as 
out-patients, and also because minor surgery if needed 
canbe carried out “at the optimum time”. The 
antituberculous therapeutic regimen recommended is 1 g. 


of streptomycin with 200 mg. of isoniazid daily for _ 


patients under the age of 40, and 5 g. of PAS and 200 mg. 
of isoniazid daily with 1 g. of streptomycin three times a 
week for those over 40. Chemotherapy should be con- 
tinued for 12 to 18 months. It is pointed out that a 
minority of cases of tuberculous lymphadenitis are 
caused by the bovine bacillus, some strains of which are 
primarily resistant to PAS. Arthur Willcox 


45. Impact of Isoniazid on Tuberculous M 

W. Weiss, G. M. EIsENBERG, and H. F. Furppin. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
164, 947-951, June 29, 1957. 1 fig., 18 refs. 


Mortality from tuberculous meningitis at the Phila- — 


delphia General Hospital has fallen from 100% before 
the introduction of streptomycin and PAS in 1948, and 
84°% between 1948 and 1952, to 54°% since isoniazid was 
available. Of a series of 41 patients treated during 1953 
and 1954 with isoniazid given by mouth, streptomycin 
intramuscularly, and PAS by mouth, 18 survived for 
21 months or longer. Intrathecal treatment was given 
only to children and it is in this group that the survival 
rate was highest, 8 of the 11 patients under 11 years of 
age surviving. The mortality among patients over 40 
was not favourably affected by the addition of isoniazid 
to treatment. The authors consider that the more 
favourable outcome in children was due to a generally 
better prognosis in this age group and not to the addition 
of intrathecal streptomycin to treatment. Factors other 
than age and intrathecal treatment did not seem to influ- 
ence the final prognosis. Seven of the 18 survivors had 
various neurological sequelae, including one with com- 
plete blindness, one with transverse myelitis, one with 
hydrocephalus, and one with decerebrate rigidity. 

{The results obtained in this series are far below those 
achieved in most large centres. Although patients given 
intrathecal treatment fared far better than the rest, the 
method of allocation of patients to this group was such 
that no valid conclusion can be drawn from the authors’ 
figures.] John Lorber 
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6. Evaluation of Price’s Precipitation Reaction in the 
‘Sero-diagnosis of Syphilis 

VM. R. Darekar and H. I. Juara. British Journal of 
Venereal Diseases (Brit. J. vener. Dis.] 33, 120-124, June, 
‘957. 17 refs. 


In the serological diagnosis of syphilis no single test 
| as so far been devised which will give an ideal of 100% 
<2nsitivity and 100°% specificity; nor can any serological 
test distinguish with absolute certainty between syphilis 
.nd the other treponematoses. In the present study, 
carried out at Grant Medical College, Bombay, 2,031 sera 
\ere examined by the Price precipitation reaction and 
t 1e results compared with those of the Meinicke slide test 
cad the Kahn and V.D.R.L. tests. The series included 
°5 sera from apparently normal persons and 670 from 
patients with diseases other than syphilis. 

In general the Price precipitation test was found to be 
tie most specific and the least sensitive of the four tests 
s udied for cases of both treated and untreated syphilis, 
for examination of serum and cerebrospinal fluid, and 
for the early and late manifestations of syphilis. The 
ist nearest in specificity was the Kahn test. It is 
rscommended, in order to strike a balance between 
s ecificity and sensitivity, that a battery of tests be 
used and the more specific tests like the Price and the 
} ahn reactions should be -combined with the more 
snsitive, such as the Meinicke slide test and the V.D.R.L. 
test. R. R. Willcox 


47. Results of the First Thousand Routine Serological 
Tests for Syphilis Carried Out on Mothers and Children in 
Seville. (Resultados obtenidos en el primer millar de 
sueros analizados de madres y nifios, con antecedentes 
lueticos conocidos o ignorados, de entre los asistentes a 
los servicios estatales de puericultura de Sevilla (capital)) 
J. L. Moraes, J. CONEJO Mir, and J. BERMUDO FERNAN- 
prz. Actas dermosifiliogrdficas [Act. dermo-sifiliogr. 
(Madr.}| 48, 393-397, June-July, 1957. 

The results of serological tests for syphilis (S.T.S.) 
carried out at the Central Serological Laboratory, 
Seville, since 1956 have revealed an incidence of unsus- 
pected syphilis in Spain higher than that in other coun- 
tries of Europe or of America. The tests employed were 
the Meinicke, Kahn, Wassermann, and V.D.R.L., the 
treponemal immobilization test of Nelson and Mayer 
being performed in addition in doubtful cases. The 
systematic serological examination of the mothers and 
children attending the maternal, child welfare and paedia- 
tric services in Seville showed that out of a total of 1,353 
mothers and children examined, 223 (16%) gave a 
positive reaction to S.T.S.; in. 174 of these cases there 
was a history of syphilis, but in 49 (3-694) the disease had 
not been suspected. Of 227 pregnant women tested, 48 
(23°%) were seropositive; in 39 of this group there was a 
history of syphilis, while in 9 (4%) the disease had not 


' 
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been suspected. Examination of 615 mothers attending 
the clinics for reasons other than syphilitic infection 
showed that 112 were seropositive, this being an un- 
expected finding in 26 cases (4%). Lastly, of 531 
schoolchildren examined, 63 gave a positive S.T.S. 
reaction, 49 having a family history of syphilis, while in 
14 (2-6%) the disease had not been suspected. 
Eric Dunlop 


' 48. Clinical and Serological Evaluation of 6,162 Com- 


parative Slide Tests with Cardiolipin, Natural Lecithin 


_ Antigen and Cardiolipin, Synthetic Lecithin Antigen 


B. Levine, B. S. Kune, and M. STEPHENS. Journal of 


Investigative Dermatology {J. invest. Derm.) 28, 305-309, 
April, 1957. 3 refs. é 


Since the identification by Pangborn in 1941 of cardio- 
lipin and lecithin as the active constituents of the lipid 
tissue extracts used as antigens in the serological diag- 
nosis of syphilis numerous investigators have shown 
that antigens prepared with the purified reagents in 
optimum proportions give better results than do the 
original preparations. However, while natural cardio- 
lipin extracted from beef heart is of constant potency, 
preparations of lecithin from the same source are more 
variable. In an attempt to overcome this difficulty syn- 
thetic lecithin was prepared by the method of Baer, and 
6,162 comparative slide tests were carried out on routine 
sera at Mount Sinai Hospital, Cleveland, Ohio, with 
combinations of cardiolipin with this synthetic product 
and with natural lecithin. 

In reactive tests 97:79°% agreement was obtained be- 
tween the two combinations, while 99-57% agreement 
was observed in non-reactive tests. The authors there- 
fore favour the use of the synthetic lecithin, different lots 
of which have a constant optimal ratio with cardiolipin, 
making for greater ease of preparation of the antigen 
mixture. They point out that it is the general opinion 
at present that the majority of false positive serological 
reactions are due to technical defects in the naturally 
prepared antigens rather than to biological abnormalities 
in the patient. Allene Scott 


49. Local Injections of Hydrocortisone for ‘the Effec- 
tive Treatment of Circumscribed Strictures of the Urethra 
M. K. Lyons and C. D. Bonner. Journal of Urology 


[J. Urol. (Baltimore)| 77, 741-755, May, 1957. 6 figs., 
5 refs. 


The authors report the treatment at Beth Israel 
Hospital, Boston, of 53 patients with 56 strictures of the 
urethra (15 anterior, 18 membrano-prostatic, 5 posterior, 
and 18 meatal) by the injection of an aqueous suspension 
of hydrocortisone (25 mg. per ml.). This method was 
adopted in view of the reported inhibitory effect of 
hydrocortisone on fibroblastic proliferation in experi- 


mental animals and of its possible lytic effect on scar 
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tissue in patients with Peyronie’s disease. It is relatively 
simple and inexpensive; the best results are obtained 
in cases of simple, circumscribed stricture. 

The suspension is injected directly into the tunica 
propria at the base of the stricture at two sites (at 5 and 
7 o’clock or at 3 and 9 o’clock). Strictures of the 
meatus are injected under direct vision and with no 
anaesthesia, while those located farther back are ap- 
proached endoscopically and injected by means of a 
specially devised needle under local or low spinal 
analgesia or general anaesthesia. At each treatment the 
stricture is dilated to its limit without rupture before 
injection. In cases requiring several injections these 
are given at 2-day intervals up to a total dose of 25 to 
150 mg. of hydrocortisone. The majority of the authors’ 
cases required 3 or fewer injections. Prophylactic 
chemotherapy is advisable except in cases of meatal 
stricture. Of the 56 strictures treated by the authors, 51 
responded well, whereas 3 cases of multiple stricture 
and 2 with a dense elongated stricture were resistant. 
The stricture was due to unknown causes in 3 cases, 
gonorrhoea in 13, other inflammatory diseases in 3, and 
trauma in 6, and followed prostatectomy in 26 (trans- 
urethral 21, suprapubic 3, perineal 2). The majority of 
the patients were over 60 years old and most had a long 
history of difficult instrumentation. 

The procedure resulted in remarkable relief to the 
patient, with no need for further instrumentation, in all 
but the 5 resistant cases mentioned, which were eventually 
cured by internal urethrotomy and injection of the 
incision site with hydrocortisone. The treatment is also 
recommended as an adjunct to many surgical procedures 
involving the urethra from which postoperative stricture 
might result. Douglas J. Campbell 


50. The Determination of Cure or Persistence of 
Gonococcal Infection in the Female. (Die Feststellung 
der Heilung bzw. des Bestehens einer gonorrhoischen 
Infektion bei der Frau) 

B. STREITMANN and A. KRassniGG. Wiener klinische 
Wochenschrift (Wien. klin. Wschr.|, 69 317-320, May 3, 
1957. 2 figs., 9 refs. 


The authors have reviewed the records of some 2,000 
female patients treated for gonococcal infection since 
1948 at Klosterneuburg Hospital, Vienna. In the year 
1948 these patients were treated with combined vaccine— 
penicillin-sulphonamide therapy, necessary at that time 
as an economy measure; the total dose of penicillin in 
such a course was 100,000 units [but the dosage of 
sulphonamide is not stated]. Out of 408 female patients 
treated in that year there was only one case of relapse, 
an incidence of 0:25°%. Among 1,071 patients treated 
between 1948 and 1950 there were 15 relapses, an inci- 
dence of 1:47%. Since 1950 alternate patients have 
been treated with either 200,000 units of penicillin alone 
or the vaccine-penicillin-sulphonamide combination 
previously used. During this period 250 female patients 
were treated with each schedule and there were 11 relapses 
in each series, that is 22 relapses out of 500 cases or an 
incidence of 4-4%. The reasons for the increased num- 
ber of relapses in the latter series and the possibility of 


decreasing sensitivity of the gonococcus to penicillin are 
discussed. 

All the patients were followed up in hospital for a 
minimum period of 3 weeks (in 118 cases for over 6 
weeks), thereby excluding the possibility of reinfection. 
Of the 16 relapses in the 1948-50 period, all occurred 
within the first 3 weeks, while of 52 cases of relapse 
collected up to the present, 49 occurred within 19 days 
and 41 between the 7th and 17th days following treat- 
ment, the maximum incidence of relapse (24 cases, 46-1°%) 
being between the 8th and 12th days. Only 5 cases 
(9-7%) occurred within the first 5 days and 3 after the 
19th day. The role of infection of the genital adnexa 
in relapse is considered; there were 58 patients in the 
series with adnexal involvement, but none of these 
relapsed within the period of follow-up. 

In a series of 20 female patients with suspected 
gonorrhoea who were examined daily in hospital the 
gonococcus was demonstrated in the genital secretions 
within the first 5 days in 4 cases, between the 6th and 
13th days in 13 cases, and between the 14th and 22nd 
day in 3 cases. The authors stress the necessity for pro- 
longed observation of female patients who have been 
exposed to the risk of genital infection. 

R. D. Catterall 


51. Spiramycin in the Treatment of Non-gonococcal 
Urethritis 


R. R. Wittcox. Antibiotic Medicine and Clinical | 


Therapy [Antibiot. Med.] 4, 343-346, June, 1957. 1 ref. 


In an earlier paper (Brit. J. vener. Dis., 1956, 32, 115; 
Abstr. Wild Med., 1957, 21,-81) a study was reported of 
the effect of spiramycin on 41 patients suffering from 
non-gonococcal urethritis, 38 of the patients receiving 
1 g. of the drug 4 times a day for 5 days and 3 receiving 
half this dosage for a similar period. To determine 
whether the smaller dosage would suffice for satisfactory 
treatment of this condition a further 47 patients were 
given 500 mg. 4 times a day for 5 days, and in this paper 
from St. Mary’s Hospital, London, the results obtained 
in the two series are compared. Of the 38 patients in 
the first series receiving the large dosage, 33 were fol- 
lowed up for 3 months or more; in 7 the trea t 
failed, giving a failure rate of 21:2%. Of the 47 int 
second series, 44 were followed up for 3 months or more; 
there were 9 treatment failures, giving a failure rate of 
20-:5°%. Mild toxic effects were noted by 15 patients. 

The author concludes that in non-gonococcal urethritis 
(1) the results obtained with spiramycin compare favour- 
ably with those achieved with the tetracyclines, (2) the 
former drug is slightly superior to erythromycin and 
markedly superior to other antibiotics and the sulphona- 
mides, (3) there is no advantage to be gained by giving 
spiramycin in a total dose of more than 10 g. over a 
period of 5-days, and (4) this dosage is adequate for 
most patients suffering from this condition. 

R. S. Morton 


52. Nonspecific Prostatourethritis 

A. N. TessLer and J. F. RIicHARDSON. United States 
Armed Forces Medical Journal [U.S. armed Forces med. 
J.] 8, 820-824, June, 1957. 8 refs. 
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53. Veno-occlusive Disease of Liver in African Children 
H. Stein. British Medical Journal [Brit. med. J.|1, 1496- 
1499, June 29, 1957. 2 figs., 10 refs. 

-Veno-occlusive disease has been described in Jamaican 
children by Jelliffe and others since 1954. The basic 
lesion is a partial or complete blockage, resulting from 
endophlebitis, of the hepatic venous tree, which leads to 
intense centrilobular congestion, with rupture of the 


sinusoids and the formation of blood “ lagoons ”’ and 


necrosis of the surrounding liver cells. The consump- 
tion of various herbal infusions by poorly nourished 
children has been suspected to be the major cause. 

In this paper from Baragwanath Hospital and the 
University of Witwatersrand 3 cases of this disease in 
African children are described. All the children were 
less than 18 months old (which is younger than the 
average age in Jamaican cases), all had enlargement of 
the liver, ascites, and oedema, and all died in the acute 
stage. Post-mortem examination showed no thrombi 
in the liver or vena cava, but the typical subintimal 


_ thickening was present, with almost complete occlusion 


of the centrilobular and sublobular veins. None of the 
patients was grossly undernourished, though 2 showed 
signs of malnutrition. Although no direct evidence was 
obtained that these children had taken any herbal pre- 
parations, it is pointed out that it is common for African 
children to be given witch-doctors’ medicines, though 
his is usually denied by the parents. Moreover, 12 
vases previously reported from South Africa of an 
‘dentical condition were associated with the consumption 
of bread contaminated with senecio (ragwort). (In an 
addendum the author reports a fourth case in a child of 
2 in which there was a history of the administration of 
witch-doctors’ herbs on several occasions.) 
- Clement C. Chesterman 


54. Influence of High-protein Diets on Liver-function 
Tests in Kwashiorkor 

A. S. KINNEAR and P. J. Pretrorious. British Medical 
Journal (Brit. med. J.] 2, 389-391, Aug. 17, 1957. 1 fig., 
18 refs. 


Further to their previous report (Brit. med. J., 1956, 1, 
1528; Abstr. Wild Med., 1957, 21, 20) the authors now 
describe, from the University of Pretoria, South Africa, 
the effect of a high-protein diet on serial liver function 
tests performed in 107 consecutive cases of kwash- 
iorkor. The plasma albumin and globulin levels were 
determined in a further 84 cases, while the retention of 
sulphobromophthalein was estimated in 51 cases. The 
tests were performed on admission to hospital and then 
twice weekly for variable periods up to 3 weeks. 

It was confirmed that of the usual liver function tests 
(1) the thymol turbidity and thymol flocculation tests 
have little diagnostic significance and their results were 

c 


unaltered by diet; (2) the results of the serum colloidal 
gold and serum colloidal red tests bear little relation to 
the disease; and (3) performance of the van den Bergh 
reaction and determination of total serum bilirubin level 
reveal no deviations from normal. However, the 
sulphobromophthalein retention test showed that in 
84% of the cases in which retention had been high it 
became normal within 3 days. The four different high- 
protein diets tested were: dried skim milk with and 
without vitamin supplement and a casein diet with and 
without vitamin supplement. No difference in the 
efficacy in restoring liver function to normal was found 
between the four diets, nor did the choice of diet appear 
to affect the rate of restoration of plasma protein level to 
normal. W. H. Horner Andrews 


55. Intramuscular Iron in the Treatment of the Anaemia 
Associated with Kwashiorkor 

H. C. TROWELL and M. J. Simpxiss. Lancet [Lancet] * 
265-267, Aug. 10, 1957. 10 refs. 


The authors describe their observations on the treat- 
ment of the anaemia associated with kwashiorkor as 
seen in 17 patients admitted to Mulago Hospital, Uganda. 
In addition to the usual high-protein, high-calorie diet 
these patients were given intramuscular iron (“‘ imferon ”’) 
in a dosage calculated by the formula: weight in kg. 
x haemoglobin deficit in 9% x 2=total dose in ml. [The 
ages of the children are not given, but they are described 
as “ young 

Of the 11 patients with severe anaemia (2 of the other 
6 had normal haemoglobin values and 4 were with- 
drawn from the study for various reasons) 10 responded 
well to treatment with intramuscular iron.. In one case 
the haemoglobin value rose from 3-0 g. to 11-8 g. per 
100 ml. in 49 days, with a 31% reticulocytosis 8 days 
after starting treatment. The 11th patient was excluded 
from the analysis because he also received folic acid. 
The nature of the anaemia of kwashiorkor, which 
responds to intramuscular iron but not to high-protein 
diet, is discussed. I. McLean Baird 


56. Some Observations on Borderline Leprosy. 
J. Convir, C. Sistruca, and P. Lapenta. International 


Journal of Leprosy [Int. J. Leprosy] 2A, 375-381, Oct.- 
Dec., 1956 [received July, 1957]. 4 refs. 


The authors present an account of borderline leprosy, 
a type of the disease accounting for 286 (3-2%) out of 
8,872 cases recorded in Venezuela. Of the 100 cases 
which the authors were able to study in hospital at Cabo 
Blanco Leprosarium, two-thirds were reactive and one- 
third quiescent in nature. In 63°% of cases the lesions 
presented a bat’s-wing configuration on the face, which 
they designate facies dimorpha, while in 27°% the lesions, 
especially when infiltrated, were surrounded by a hypo- 


chromic halo; the latter is stated to be usually a sign of | 
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regression of the disease. Hypochromic patches, which 
are probably the sequelae of previously active lesions, 
were observed in 61% of cases. 

The lesions may follow various courses of develop- 
ment; thug they may persist without change for a long 
time, or may become repigmented, or become tuberculoid 
or, more frequently, lepromatous in type. The intra- 
venous injection of methylene blue produces pigmenta- 
tion of the lesions in some cases; histological examina- 
tion shows that lepromatous exudates are present in 
those lesions in which the dye is taken up. In some 
cases there is loss of sensation in the patches, while in 
others sensation is unaffected. The reflex erythematous 
halo of the histamine reaction may be absent, and in 
typical cases this coincides with sensory changes in the 
patches. Electrophoretic examination of the plasma in 
30 patients showed,that in 12 cases (40%) the albumin: 
globulin ratio was lowered to between 1-01 and 1-46; 
in these patients the lesions tended to spread, whereas 
in the remaining 18 cases the disease showed “* important 
regressive activity ”’. William Hughes 


57. Children of Leprosy Patients Isolated at Birth, Given 
Lepromin and BCG Injections, Then Returned to the 
Colony. First Report 

C. B. Lara, C. A. PALarox, J. L. IGNacio, and J. O. 
Notasco. International Journal of Leprosy [Int. J. 
Leprosy] 24, 382-392, Oct.-Dec., 1956. 8 refs. 


From the Culion Sanitarium, Philippine Islands, the 
authors report the results of the use of lepromin and 
B.C.G. vaccine in protecting children exposed to infection 
in a leper colony. Previously children born in Culion 
were removed to a nursery immediately after birth, but 
because of lack of funds the nursery had to be closed 
and the question of protecting the children by vaccination 
was considered. Previous results had shown that of 100 
children isolated immediately after birth and brought up 
in the nursery for periods ranging up to 6 years, none had 
shown signs of infection, whereas of 127 unisolated 
children observed at the same time, 46 (36:2°%%) developed 
leprosy. This observation, the authors state, goes a 
long way to rule out prenatal transmission of the disease. 

When the question of closing the nursery arose the 
authors decided to give all the children injections of 
lepromin until at least a 2+ Mitsuda reaction developed. 
In the hope of intensifying the reaction where necessary 
B.C.G. injections were also given, and surprisingly enough 
the reactions were materially increased. Of 66 children 
discharged from the nursery non-leprous at the time of 
discharge, 11 were sent home to guardians or “ leprosy- 
negative’ parents outside the colony and 55 were sent 
back to their parents still in the colony. Of the former 
group, 4 have remained non-leprous, while 5 could not 


be traced and 2 were returned surreptitiously to the_ 


colony, where they have since developed leprous lesions. 
One of these last 2 had been discharged from the nursery 
when he was less than 2 months old and had not received 
the prophylactic treatment; the other child was given 4 
injections of lepromin but showed only a 1+ positive 
Mitsuda reaction. Of the 55 children who were returned 
to the colony, 38 had attained 3+ Mitsuda reactions, 
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14 had 2+, and 3 had 1+ reactions before discharge. 
Some have died or left the colony, but 46 have now been 
in the colony for 12 to 18 months without showing any 
signs of leprosy so far. Although the prophylactic 
injections show promise, the authors consider that it will 
require a further 3 years’ observation before the pro- 
tective value of this treatment can be accurately assessed. 
: William Hughes 


58. Relationship between Haemoglobins C and S and 
Malaria in Ghana 

G. M. EpIncTon and W. N. Laine. British Medical 
Journal (Brit. med. J.] 2, 143-145, July 20, 1957. 8 refs. 


Disadvantageous hereditary traits would not be 
expected to persist at high levels of frequency in a 
population. The presence of two such traits, those 
producing haemoglobins C and S, in high frequency in 
Ghana therefore calls for explanation. Haemoglobin $ 
occurs in 19% of the inhabitants of Southern Ghana 
and in 7% of those of Northern Ghana, and Colbourne 
and Edington (Brit. med. J., 1956, 1, 784; Abstracts of 
World Medicine, 1956, 20, 189) have reported evidence 
in support of the hypothesis that the presence of haemo- 
globin S affords some protection against infections with 
Plasmodium falciparum. WHowever, the degree of pro- 
tection afforded was found to differ significantly in the 
northern and southern regions, being relatively high in 
the latter and almost absent in the former. Haemo- 
globin C occurs in 10% of the population of Southern 
Ghana and in 21% of that of Northern Ghana, and to 
determine whether this distribution has any bearing on 
the previous findings and whether the haemoglobin-C 
trait affords any protection against P. falciparum malaria 
the authors undertook an investigation of 1,040 villagers 
in Northern Ghana. Sickling tests were performed and 
genotypes deduced from the haemoglobin patterns 
revealed by electrophoresis. Expected genotype fre- 
quencies were calculated on the basis of observed fre- 
quencies in infants under one year. | 

A comparison of malarial parasite rates and densities 
in individuals with CC and SC genotypes as opposed to 
those with AC, AS, and AA genotypes showed no 
significant differences. There was no evidence that 
haemoglobin C has any protective value against P. falci- 
parum malaria or reduces the mortality from cerebral 
malaria, though some degree of protection associated 
with the presence of haemoglobin S was again detected. 
The regional differences noted in the earlier studies are 
thus probably due to differences in the infection rates, 
that in the north being much heavier than that in the 
south, and non-sicklers thus rapidly acquiring a degree 
of immunity equivalent to the protection afforded by 
the haemoglobin-S trait. The high incidence of haemo- 
globin C in Northern Ghana, however, remains un- 
explained. 

The investigations described provided an opportunity 
to compare gametocyte densities in sicklers and non- 
sicklers. No difference was observed and it is therefore 
assumed that the protection against malaria afforded 
by the presence of haemoglobin S is not due to the simul- 
taneous destruction of erythrocytes and intracellular 
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parasites by the reticulo-endothelial system as a result 
of sickling induced by the oxygen requirements of the 
developing parasite, and that the mechanism of protec- 
tion must be sought for in other directions. 

Max Mayer 


59. The Erythrocyte Sedimentation Rate in Sleeping 
Sickness 
D. GALL, M. P. HuTcHINSON, and W. YaTEs. Annals of 
Tropical Medicine and Parasitology [Ann. trop. Med. 
Parasit.| 51, 136-150, June, 1957. 5 figs., bibliography. 
In an investigation carried out at the West African 
Institute: for Trypanosomiasis Research, Kaduna, 
Northern Nigeria, of the erythrocyte sedimentation rate 


'(E.S.R.) in untreated ‘patients infected with Trypanosoma 


vzambiense, the technique was that of Westergren, no 
ittempt being made to correct for anaemia and readings 
»eing taken in most cases every 10 minutes. The lapse 
of up to 5 hours between taking the blood and setting up 
‘he tube was found to have no appreciable effect on the 
E.S.R. 

The sedimentation rates found in a group of 377 cases 
of active untreated trypanosomiasis (in all of which 
oeripheral trypanosomes were demonstrated, mostly in 
‘he lymph nodes) were strikingly high as compared with 
hose in uninfected controls, the median rate being 114 
mm. in one hour in the former and 15 to 76 mm. in one 
jour in various groups of controls. It was found that in 
rypanosomiasis the E.S.R. tended to rise early and 
‘apidly, generally before changes were detectable in the 
cerebrospinal fluid, and thereafter declined very slowly. 
The E.S.R. in relapsed cases was found to be low as 
compared with those in control subjects and was un- 
influenced by further treatment. Treatment with 
* melarsen”’ or with “ antrypol” (suramin) and try- 
parsamide resulted in an initial decrease of the E.S.R. 


to about half its original value. During the next year it~ 


continued to fall, reaching about one-quarter of its 
initial value, thereafter remaining steady. Investigation 
into the mechanism of the great increase of the E.S.R. 
in sleeping sickness showed that it appeared to be due 
to increased agglutinability of the erythrocytes caused by 
very high serum gamma-globulin levels. J. M. Rollo 


60. The Complement Fixation Test in the Diagnosis 
Amebiasis 

C. G. SPICKNALL, J. Bozicevicn, R. L. BLack, and L. L. 
TERRY. Gastroenterology [Gastroenterology] 32, 1131- 
1142, June, 1957. 8 refs. 


This paper from the U.S. National Institute of Allergy 
and Infectious Diseases, Bethesda, Maryland, summar- 
izes the results of the complement-fixation tests for 
amoebiasis which have been carried out at the Public 
Health Service Hospital, Baltimore, over the last 15 
years by the technique described by Bozicevich et al. (Pub. 
Hith Rep. (Wash.), 1946, 61, 529). It shows that of 
1,074 patients whose stools or proctoscopic specimens 
were negative for Entamoeba histolytica, 12 gave positive 
complement-fixation test results. Although at the time 
of examination no parasites were found in these 12 
patients, it is suggested that the positive complement- 


_ fixation reactions were in fact due to past infection with 


E. histolytica. Further, of 263 patients harbouring E. 
histolytica, but who had no evidence of extra-intestinal 
complications, the complement-fixation test result was 
negative in 217, positive in 39, and doubtfully positive 
in 7. Included in the negative group were 60 patients 
infected with the small race of E. histolytica, but only 


one of these patients gave a positive complement- 


fixation reaction. Further tests carried out after treat- 
ment showed that the complement-fixation test result 
remained positive 45 days to 6 months after the start of 
treatment. Tests on a further group of 8 patients with 
amoebic granuloma and 24 with amoebic liver abscess and 
hepatitis showed that only one of the former gave a 
positive reaction, while of those suffering from hepatitis 
or abscess, 22 gave a positive, 2 a doubtful, and one a 
negative complement-fixation reaction. A number of 
illustrative case histories are presented. _ 

It is concluded that the complement-fixation test for 
amoebiasis is useful in cases in which extra-intestinal 
complications, especially amoebic hepatitis or liver 
abscess, are suspected. : R. A. Neal 


61. The Filarial Complement-fixation Test in Eosino- 

Lung (Tropical Eosinophilia). A Preliminary 
e 

T. J. DANARAJ, L. S.'DA Siva, and J. F. SCHACHER. 

Proceedings of the Alumni Association, Malaya [{Proc. 

Alumni Ass., Malaya] 10, 109-116, June, 1957. 27 refs. 


It has been suggested that “ tropical eosinophilia ”’ 
may be due to infestation with some form of filarial 
worm. The first-named author claims to have treated 
and “‘ cured” 110 cases of this condition with diethyl- 
carbamazine, but agrees that there was never any evidence 
that filariasis was present in these patients. 

The 12 patients in the present study, carried out at the 
General Hospital, Singapore, were also free from filaria- 
sis. When first tested their sera showed a positive filarial 
complement-fixation reaction in titres ranging from 1:40 
to 1:80, the antigen used being an alcoholic extract of 
Dirofilaria immitis. After treatment with diethylcar- 
bamazine the reaction became negative in from 27 to 61 
days and the eosinophilia gradually diminished. In a 
control group of 30 other persons the complement- 
fixation reaction was negative. Of 10 cases of ban- 
croftian filariasis with microfilariaemia, the reaction was 
positive in titres of 1:5 to 1:20 in 5 cases, but of 10 
patients with Wuchereria malayi in the blood, it was 
positive in only 2. Lastly, of 9 dogs infected with D. 
immitis, the reaction was positive at titres of 1:5 to 1:20 
in 4 cases and negative in the other 5. In further studies 
the sera of 6 patients with eosinophilic lung were tested 
with an antigen made by alcoholic extraction of Ascaris 
lumbricoides, but gave a negative complement-fixation 
reaction in all cases. 

In the present state of our knowledge it seems plaus- 
ible, the authors suggest, that eosinophilic lung might 
be due to infection with some type of filaria not usually 
affecting man which cannot establish itself completely in 
its abnormal host, but which produces marked cellular 
and serological responses. F. Hawking 
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62. The Causation of Juvenile Asthma, with Special 
Reference to Allergy to House Dust. (Zur Kenntnis der 
Ursachen des kindlichen Asthma bronchiale mit beson- 
derer Beriicksichtigung der Allergie gegen Hausstaub) 
R. CAMPBELL. International Archives of Allergy and 
Applied Immunology [Int. Arch. Allergy] 10, 109-124, 
1957. 33 refs. 


A questionary was sent to the parents of 180 Ziirich 
school-children aged 6 to 16 years who had spent 
between 1 and 2 years at a home for asthmatic children 
at an altitude of 1,800 metres (5,900 feet) in the Upper 
Engadine valley. From the 110 replies received it 
appeared that although all the children had been free 
from attacks during their stay in the mountains, about 
one-half had relapsed within a year after returning to 
their homes. 

In 46 of these relapsed cases the part played by various 
allergens was investigated by means of scratch tests, 
when 24 and 26 were found to be sensitive to house 
(bedding) dust collected in Ziirich and Basle respectively, 
but only 4 to similar material collected in the home in 
the Engadine. Sensitivity to raw materials from which 
bedding is normally made, including feathers, animal 
hair, and kapok, was negligible. Some children were 
sensitive to pollens found in house dust, but exposure 
to the identical pollens had continued in the mountains, 
where it produced hay-fever but not asthma in those 
who had previously suffered from both. 

In an attempt to identify the allergen the author then 
tested dust from many separate household articles and 
sites. The method did not provide further clues, 
although it was occasionally found that sensitivity was 


limited to dust from a particular area. He further, 


evaluated the possible role which spores from different 
fungi might play as allergens, since these were known 
to be almost absent from the atmosphere above 1,000 
metres (3,280 feet), but failed to find a clear relationship 
between sensitivity to spores of Hormodendron, Peni- 
cillium, and Aspergillum and sensitivity to the house dust 
from which they had been isolated. In another experi- 
ment poorly antigenic house dust from mountainous 
areas was exposed for one month to the climatic con- 
ditions of the plains without increasing its antigenicity. 
Finally, chemical analysis of the antigenic portion of 
house dust was undertaken, leading to the separation 
of several inert polysaccharides and an active poly- 
peptide, but this discovery was not considered to have 
much practical value. 

The author concludes that in children the allergic 
component of asthma is closely related to a non-allergic 


climatic factor not yet identified. Removal to a suitable. 


allergen-free climate will abolish attacks and thus provide 
even those who subsequently relapse with a period of 
freedom from stress and the chance to adjust themselves 
to their disability and to build up resistance to infectiom 
In the hope that desensitization may increase the cure 


Allergy 


_ In Group III only 4 of the 21 children who had pollen 


20 


rate from climatic treatment house-dust extracts have 
been administered to a number of children, orally to 
those under 12 and subcutaneously to those over 12, 
before sending them to the mountains, and the results 


of this experiment will be reported later. 


Max Mayer 


63. Study of the Role of Antigen Dosage in the Treat- 
ment of Pollenosis and Pollen Asthma 

D. E. Jounstone. A.M.A. Journal of Diseases of 
Children [A.M.A. J. Dis. Child.| 94, 1-5, July, 1957. 
6 refs. 


In an attempt to determine the relative value of the 
three most widely used techniques of hyposensitization 
therapy, children with a history of hay-fever referred to 
the Strong Memorial Hospital, Rochester, N.Y., were 
subjected to a controlled study, the present report being 
based on the 112 cases in which adequate follow-up 
information was available. The only pollen extract 
used was ragweed. Each patient was placed in one of 
four treatment groups. In Group I (29 children) the 
highest tolerated dose was determined by injecting 
gradually increasing amounts, treatment being given 
with this dose (usually 0-5 ml. of either 1 in 200 or 
1 in 500 dilution of extract) at weekly intervals during 
the ragweed season. The 26 children in Group II were 
treated by injecting gradually increasing doses of rag- 
weed and then maintaining a dose of 0-5 ml. of 1 in 
5,000 dilution of extract in a similar manner to that in 
Group I. In Group III (31 children) treatment was 
begun with 0-1 ml. of a 1 in 10,000,000 dilution of rag- 
weed extract and gradually increased to 0-5 ml. of this 
dilution, which was then maintained as in Group I. 
The control group, consisting of 26 children, received 
only saline. 

Of the 22 children in Group I who had pollen asthma 
before starting therapy, 15 lost their asthma. None of 
the 7 children who had previously had hay-fever without 
asthma developed pollen asthma after treatment had 
begun. The results in Group II were nearly as good. 


asthma before treatment lost the asthma after treatment. 
On the other hand 6 of the 10 children without pollen 
asthma before treatment developed asthma for the first 
time during treatment. In the control group only 1 of 
the 14 children who had previous poilen asthma lost the 
asthma as an apparent result of treatment, and 5 out of 
12 developed asthma for the first time during the period 
of observation. G. B. West 


64. The Role of Vasoconstriction in the Local Shwartz- 
man Reaction 

D. P. Raut and M. G. Ketty. Journal of Experimental 
Medicine [J. exp. Med.| 105, 643-652, June 1, 1957. 
18 refs. 
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65. Effects of Certain Protein Foods on Blood-sugar 
Levels and Glucose Tolerance 

M. SRIntvASAN. Lancet [Lancet] 2, 317-320, Aug. 17, 
1957. 4 figs., 15 refs. 


By chance it was observed that a diabetic patient had 
10 glycosuria for 3 months during a period in which 
iis diet contained 4 to 6 oz. (113 to 170 g.) a day of 
ender field-beans (Dolichos lablab) and derived similar 


-yenefit from a diet containing black gram (Phaseolus 


nungo), another legume pulse, or a high proportion of 
skim-milk powder. Because improvement was noted in 
»ther diabetic patients on taking similar protein foods, 
1 fuller investigation was carried out at the Central 
Sood Technological Research Institute, Mysore, India. 
The glucose tolerance curve became more nearly normal 
‘n 3 diabetics, and became flatter in 2 control subjects 
vhen young (but not mature) dolichos beans were fed 
»efore or with the glucose. A similar effect was observed 
om feeding black gram andy» to a lesser degree, with 
casein, gelatin, and red gram (Cajanus cajan). It is 
suggested that these protein-containing foods may be 
of clinical value in diabetes in controlling hyper- 
zlycaeniia in place of potentially harmful insulin-sparing 
drugs. K. Gurling 


06. The Effect on Serum-cholesterol of Diets Containing 
Different Fats 

‘1. MALMROos and G, WiGAND. Lancet [Lancet] 2, 1-8, 
July 6, 1957. 15 figs., 25 refs. 


The effect of vegetable fat on the serum cholesterol 
level was studied at the University Hospital, Lund, 
Sweden, large-scale dietary experiments being carried out 
on healthy volunteers. Palatable artificial products 
resembling milk, cheese, and ice-cream were successfully 
prepared from corn oil and other fats with a cholesterol- 
depressing effect. When 12 healthy subjects lived for 
4 weeks on an experimental diet of which 40°% of the 
calories came from corn oil, no other fat being given, 
the serum cholesterol level fell promptly by about 70 mg. 
per 100 ml. (from about 220 to 150 mg. per 100 mi.). 
When the corn oil was replaced by an equivalent amount 
cf milk fat the serum cholesterol level increased, but did 
not quite reach its original level within the following 
4 weeks. The same effect was observed when additional 
cholesterol was consumed during the corn-oil diet period. 
When hydrogenated coconut oil was given instead of 
corn oil no decrease in the serum cholesterol level was 
observed. When the total fat taken consisted of two- 
thirds hydrogenated coconut oil and one-third corn oil 
a slow decrease was noted, which indicated that 40 to 
50 g. of corn oil was just sufficient to exert an effect. 
To determine the amount of corn oil actually necessary’ 
in an ordinary diet to maintain the depression in the 
serum cholesterol level the subjects were allowed a free 
choice of diet, but had to take a daily supplement of 


Nutrition and Metabolism 
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50 g. of corn oil in the form of one litre of artificial milk. 
In most subjects this amount of corn oil in a freely-chosen 


_ diet was not enough to depress the serum cholesterol 


level. Whereas corn oil contains linoleic acid, olive oil 
contains mostly oleic acid and rape-seed oil contains 
mainly erucic acid. It was found that the two last- 
named fats, with a law linoleic-acid content but a high 


content of other unsaturated fatty acids, depressed the” 


serum cholesterol level. Non-hydrogenated whale oil 
contains no linoleic acid at all, but some other un- 
saturated fatty acids are present, and this also lowered 
the serum cholesterol level. Thus the-effect of corn oil 
is not restricted to plant products. 

The authors describe several clinical studies in which 
patients with essential hypercholesterolaemia were treated 
with corn oil and a substantial fall in the serum cholesterol 
level was obtained. H. Lehmann 


67. Clinical Manifestations of Hypopotassemia 

B. Surawicz, H. A. BRAuN, W. B. Crum, R. L. Kemp, 
S. WaGnerR, and S. BeLLert. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 233, 603-616, June, 
1957. Bibliography. 


Since the signs and symptoms attributed to hypo- 
potassaemia are non-specific and occur in many severely 
ill patients without low blood potassium levels the 
authors have attempted to correlate the plasma potassium‘ 
level with the frequency of various features usually en- 
countered in such cases. Over a 7-month period the 
morning laboratory records of 2,786 patients admitted to 
Philadelphia General Hospital showed a serum potassium 
level of less than 3-5 mEq. per litre in 273 of the 1,497 
male and 284 of the 1,289 female patients. Of these 
patients, 50 (20 male and 30 female) aged from 18 to 85 
were subjected to further investigation, including a 
closer review of the history, a more detailed physical 
examination, measurement of strength of grip on a 
dynamometer, recording of the electrocardiogram, and 
repeated estimations of the plasma potassium, sodium, 
chloride, and calcium levels, and blood CO 2-combining 
power and pH. In 17 the potassium level was found 
to be between 2 and 2:7, in 13 between 2-71 and 2-98, 
and in 20 between 3 and 3-49 mEq. per litre. An 
infusion of potassium chloride in saline or water was then 
given over periods of 45 to 120 minutes, the dose being 
adjusted to the individual case and varying between 21 
and 60 mEq.; 15 minutes later the patients were re- 
investigated as described above. Further potassium was 
then given by mouth or parenterally until the plasma 
potassium content was stabilized at a normal level and 
the investigation again repeated. 

It was noted that the over-all mortality among the 
hypopotassaemic patients (49-1%) greatly exceeded the 
total hospital mortality (15%). In the 50 patients 
studied intensively hepatic cirrhosis was the commonest 
underlying disorder (20°%), but whatever the clinical 
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diagnoses (and these were many and varied), there were 
usually a number of aetiological factors to account for 
the hypopotassaemia, of which inadequate diet, infusion 
of potassium-free solutions, and vomiting were the 
commonest. Clinically, there was poor correlation be- 
tween the presence of hypopotassaemia and anorexia 
and no obvious correlation with respiratory pattern; a 
tendency to a rise in the blood pressure on correction 
of the hypopotassaemic state was noted in severe cases, 
while in one case cardiac dilatation disappeared on 
correction of the potassium depletion. In 25 cases 
there were decreased or absent bowel sounds, although 
-again correlation between the degree of hypokalaemia 
and impairment of intestinal motility was poor. In 20 
of these, however, there was a good response to correc- 
tion of the potassium deficiency, this occurring immedi- 
ately after the intrayenous infusion in 8 cases. Of the 
23 patients tested for strength of grip, 21 showed poor 
grip, which improved after potassium administration, 
but again the initial reading did not correlate well with 
the degree of hypokalaemia. However, the depression 
of reflexes seen in 17 patients seemed to correlate with 
the level of plasma potassium, but in only 4 cases did 
these improve on return of this value to normal levels. 
Abnormal mental states, which varied from coma 
through lethargy and confusion to increased irritability, 
were seen in all but 9 patients and were more marked 


in the patients with the lower plasma potassium levels; 


in 11 cases the mental state improved rapidly after the 
intravenous infusion of potassium. In only 22 cases 
was it possible to restore the plasma potassium content 
,to a stable normal level, and in 11 of these the symptoms 
and signs attributed to the hypopotassaemia persisted. 
Biochemically, it was observed that hypocalcaemia and 
hypochloraemic alkalosis frequently accompanied the 
hypokalaemic state. The authors conclude that the 
clinical manifestations of hypopotassaemia are not 
specific, that the reflex and mental changes correlate best 
with the condition, and that electrocardiographic studies 
and other laboratory aids should be employed in its 
diagnosis. B. M. Ansell 


68. Intestinal Uptake of Vitamin B;2 in the Malabsorp- 
tion Syndromes 
S. OXENHORN, S. EsTREN, and D. ADLERSBERG. Journal 
of the Mount Sinai Hospital [J. Mt Sinai Hosp.} 24, 
232-242, May-June, 1957. 4 figs., 35 refs. 


In a study of the intestinal absorption of vitamin B,>2 
(cyanocobalamin) carried out at the Mount Sinai 
Hospital, New York, with particular regard to the mal- 
absorption syndrome (idiopathic sprue) the authors have 
used a modification of Schilling’s test in which an oral 
dose of 0-5 yg. of vitamin Bj2 labelled with radioactive 
cobalt is given, followed by a flushing dose of 1,000 yg. 
of the non-radioactive vitamin injected intramuscularly 
immediately thereafter in order to produce a diuresis 
of the vitamin, and the radioactivity of the 24-hour 
specimen of urine is measured. It has been shown that 
of the labelled vitamin absorbed, approximately one-third 
appears in the urine following the flushing dose. 
In most patients the test was repeated after an interval of 


a week or more, with the addition of 30 mg. of intrinsic 
factor concentrate along with the oral vitamin B,2. ~ 
In 20 control subjects an average of 17-9%% of the oral 
dose of radioactive vitamin was found in the 24-hour 
sample of urine (range 9 to 36%). In 14 patients with 
pernicious anaemia the mean urinary excretion of the 
vitamin was below 1-2%, but with the addition of intrinsic 
factor excretion rose to within the normal range in 13 
of these cases and in the other was only slightly below 
normal. In a group of 25 patients with idiopathic sprue 
the average urinary excretion was 3-6°% ; of these patients 
20 showed marked impairment of excretion (less than 


4°%), 4 had low normal results (8 to 12°%), and in only . 


one was the excretion within the normal range. A group 
of 3 patients with the sprue syndrome secondary to exten- 
sive resection of the small intestine had almost no detect- 
able radioactive vitamins in the urine. In the cases both 
of idiopathic and of secondary sprue the addition of 
intrinsic factor failed to increase the low urinary excretion 
of radioactive vitamin B,2, indicating the persistence of 
low absorption. Joseph Parness 


69. The Pancreatic Secretion in the Malabsorption 
Syndrome and Related utrition States 

D. A. Dreminc. Journal of the Mount Sinai Hospital 
[J. Mt Sinai Hosp.] 24, 243-250, May-June, 1957. 26 
refs. 


Of the two types.of response to the secretin test, that 
found in patients with pancreatic disease is one in which 
the volume of secretion is maintained but the bicarbonate 
concentration and, to a lesser extent, the amylase secre- 
tion are both diminished; this is usually considered to 
be indicative of chronic inflammatory disease of the 
pancreas. The method of performing the secretin test 
is described in detail. 

Of a group of 36 patients with idiopathic sprue studied 
at the Mount Sinai Hospital, New York, 3 showed an 
abnormal response, there being deficiency of enzyme in 
3 cases and deficiency of bicarbonate in 2. Of 14 patients 
suffering from the malabsorption syndrome secondary 
to organic disease of the small intestine, one returned an 
abnormal response, with deficiency of bicarbonate and 
enzyme; of 14 patients with steatorrhoea, one showed an 
enzyme defect; of 26 cases of jejuno-ileitis, there was 
abnormal pancreatic secretion in 8, the most consistent 
defect (in 5 of the 8 cases) being in the enzyme secre- 
tion; lastly, of 39 patients with ulcerative colitis, ab- 
normal pancreatic secretion was present in 4 cases, but in 
these the deficiency, unlike that in jejuno-ileitis, was 
in volume and bicarbonate concentration as well as in 
enzyme secretion. ; 

The frequency of pancreatic secretory deficiencies in 
patients with non-specific inflammatory disease of the 
intestines is noteworthy. It is also of interest that the 
defects in“pancreatic secretion noted in the patients with 
the sprue syndrome are similar to those found in patients 
with jejuno-ileitis. The abnormal pancreatic secretion 
observed in cases of sprue, jejuno-ileitis, and ulcerative 
colitis is diagnostic of a pancreatic fibrosis, the presence 
of which has been demonstrated post mortem in such 
cases. Joseph Parness 
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70. Intraluminal Pressures from the Upper Gastro- 
intestinal Tract. I. Correlations with Motor Activity in 
Normal Subjects and Patients with Esophageal Disorders 
E. C. Texter, H. W. Smiru, H. C. MoeELLer, and C. J. 
BARBORKA. Gastroenterology [Gastroenterology] 32, 
1013-1024, June, 1957. 2 figs., 23 refs. 


Reporting from Northwestern University Medical 
School, Chicago, the authors describe their studies of 
intra-oesophageal pressure, as observed in 20 normal 
subjects and in 19 patients with disorders of the oesopha- 
gus or oesophago-gastric junction. The observations 
were made by means of three soft rubber catheters, each 
120 cm. in length and with an internal diameter of 1 mm., 
which were tied together with silk so that their radio- 
opaque tips were arranged in tandem 5 cm. apart, the 
entire assembly being enclosed in a }-inch (6-5-mm.) 
Penrose drain. The proximal end of each catheter was 
attached to a transducer with a pressure range of 0 to 
200 mm. Hg and a sensitivity of 200 microvolts per volt 
per cm. Hg. The strain-gauge chambers and the 
recording tubes were perfused with isotonic saline or 
Ringer’s solution at a rate of 6 to 10 ml. per hour with a 
motor-driven pump. The electrical output of the trans- 
ducers was continuously recorded on a 4-channel carrier 
amplifier recorder. 

After an overnight fast the patient’s nasopharynx was 
anaesthetized and the tubes passed by the nose and 
positioned so that the three patent tips lay in the middle, 
distal, and terminal portions of the oesophagus respec- 
‘tively. The studies were carried out with the patient 
in the horizontal position and the head tilted upwards 
{5 degrees. On request each patient swallowéd 10 to 
15 ml. of a thin barium sulphate suspension (barium 
swallow) or saliva and air (dry swallow) and the degluti- 
tion electrical records were correlated with fluoroscopic 
observation of eosophageal transport. The records 
showed waves of phasic change in intraluminal pressure 
following deglutition. Each swallow complex and the 
secondary waves were measured for duration and for 
maximum amplitude at the three levels in the oesopha- 
gus, and the mean values and standard deviations for 
these measurements in subjects with each disorder were 
calculated. 

In 20 normal subjects in whom 148 dry swallows and 
178 barium swallows were recorded it was shown that 
the greatest mean pressure occurred 5 cm. above the 
diaphragm, the pressure dropping sharply in the terminal 
segment of the oesophagus. The duration of the com- 
plex after a barium swallow was significantly longer 
than after a dry swallow. Nine studies carried out on 5 
patients with achalasia revealed that here the deglutition 
waves were abnormal, in that the peak of the waves at 
the three levels occurred simultaneously, indicating 
that the wave was not propulsive; also the mean duration 
of the wave was greater than in normal subjects and the 
amplitude of the waves was less. Finally, ten studies on 


10 patients with hiatal hernia showed that at the terminal 
segment the mean duration of the wave of the barium 
swallow was longer than that of the dry swallow. At this 
level, also, the mean duration of the deglutition complex 
was greater and the mean amplitude less in patients with 
hiatal hernia than in normal subjects. 

The authors compare ffese 
vious workers, and im conclusion suggest that there may 
be a common disturbance of motor function at the 
lower end of the oesophagus in a variety of disorders of 
deglutition. T. J. Thomson 


STOMACH AND DUODENUM © 


71. Intraluminal Pressures from the Upper Gastro- 
intestinal Tract. II. Correlations with Gastroduodenal 
Motor Activity in Normal Subjects and Patients with Ulcer 
Distress 

H. W. Situ, E. C. Texter, J. H. STickiey, and C. J. 
BARBORKA. Gastroenterology [Gastroenterology] 32, 
1025-1047, June, 1957. 4 figs., 46 refs. 


The authors report further studies on the intraluminal 
pressure changes in the gastro-intestinal tract, in this 
instance in the stomach and duodenum, using the 
method described in the previous paper [see Abstract 


70). After passage of the tube assembly into the © 


duodenum under x-ray control an initial sample of the 
gastric juice was aspirated and control pressures recorded 
for 30 to 70 minutes “ at a sensitivity of 10 mm. Hg per 


cm.”. A second sample of gastric juice was then taken > 


and 200 ml. of a suspension of barium sulphate in 0-1 N 


. hydrochloric acid was instilled into the stomach through 


the proximal tube. This was usually followed by tem- 
porary cessation of antral activity, but when this had 
subsided evacuation activity was observed for 30 to 60 
minutes. A third sample of gastric contents was taken 
approximately 30 minutes after the barium had been 
introduced into the stomach. 

Records of intraluminal pressures from the gastric 
cardia, body, and antrum were obtained in 10 normal 
subjects and in 56 patients with upper gastro-intestinal 
disease, of whom 39 had duodenal ulcer, 14 gastric ulcer, 
and 3 ulcer-like dyspepsia. True basal pressures could 
not be measured because of the hydrostatic pressure of 
the column of fluid in each catheter, but pressure changes 
from the base-line were readily determined. Phasic 
pressure waves from the stomach lasting less than 30 
seconds were named A waves, and those greater than 30 
seconds were termed B waves. To provide an index 
of pressure activity the total duration of the phasic 
waves was divided by the total period of observation, 
the proportion of the period during which activity of a 
given type was present being expressed as a percentage 
of the total time. 
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In the normal subjects most of the control-period 
activity consisted in waves of Type A and there was no 
statistical difference between the control-period activity 
and the evacuation-period activity of the stomach. 
Duodenal activity was solely of Type A. Patients with 
active duodenal ulceration showed gastro-duodenal 
pressure-wave activity similar to that of normal subjects 
during the control period, but there was a statistically 
significant increase in Type-B activity in both the antrum 
and body of the stomach in these patients during the 
evacuation phase, and total duodenal activity also in- 
creased during this period. Ap even greater increase in 
Type-B activity was seen in patients with duodenal ulcer 
who were suffering from ulcer pains at the time of 
observation. The patients with gastric ulcer tended to 
show less activity than normal subjects in both the control 
and evacuation periods. A statistically significant in- 
crease in pressure-wWave activity in the gastric body and 
antrum occurred in those of the group who had ulcer 
pain during the experiments. The 3 patients with 
pseudo-ulcer dyspepsia showed a greater amount 
of total activity and also of Type-B activity than 
did normal subjects in both the control and evacuation 
periods. 

It was found that the duration of antral motor activity 
was greatest in the normal subjects and least in those with 
duodenal ulcer, with or without pain; in cases of gastric 
ulcer and those of pseudo-ulcer dyspepsia such motor 
activity fell between these two extremes. No significant 
correlation could be established between the acid levels 
in the stomach and the occurrence of ulcer pain. The 
authors consider that their studies provide additional 
evidence in support of the view that disorder of motor 
function is important in the production of pain in peptic 
ulceration. T. J. Thomson 


72. Gastric Ulcer and the ABO Blood-groups 
R. H. Batme and D. Lancet [Lancet] 1, 
1219-1220, June 15, 1957. 8 refs. 


At the London Hospital the authors have studied the 
association between carcinomata and ulcers of the 
stomach and the blood groups of the affected patients. 
A number of workers have reported that patients with 
carcinoma of the stomach have predominantly Group-A 
blood, whereas patients with duodenal ulcer have 
predominantly Group-O blood. The present authors, 
in an analysis of 119 cases of carcinoma of the stomach 
and 192 of gastric ulcer, found that the site of the lesion 
rather than the type was related to the blood group— 
that is, carcinomata and ulcers of the body were usually 
associated with Group-O and carcinomata or ulcers of 
the pyloric antrum with Group-A blood, but a pre- 
dominance of Group O in association with lesions of the 
body of the stomach was found only in males. The 
authors state that this last finding is unexplained and 
needs confirmation. L. H. Worth 


73. Primary Hodgkin’s Disease of the Stomach 
A. S. JACKSON. American Journal of Surgery [Amer. J. 
Surg. 94, 546-550, Oct., 1957. 39 refs. 


LIVER 


74. The Management of Hepatic Coma in Relation to 
Protein Withdrawal and Certain Specific Measures 
W. H. J. SUMMERSKILL, S. J. Woxre, and C. S. DAvipson. 


American Journal of Medicine [Amer. J. Med.] 23, 59-76,~ 


July, 1957. 3 figs., 46 refs. 


In this paper from the Boston City Hospital (Harvard 
Medical School) the treatment of 64 cases of hepatic 
coma or impending coma is reported. Most of the 
patients were chronic alcoholics with severe liver disease. 

In 34 cases the condition was treated by deprivation of 
protein and the administration of broad-spectrum anti- 
biotics and enemata with the object of reducing the 
formation and absorption of toxic nitrogenous substances 
in the intestine. In 21 of these the patient’s condition im- 
proved during treatment and 13 patients eventually 
recovered. In the remaining 30 cases the patient received 
a variable amount of protein during treatment and no 
antibiotics were administered; of these patients, only 5 
showed improvement and 2 survived. (It is stated, 
however, that the two groups were not entirely com- 
parable.) Additional treatment with glutamic acid, 
aspartic acid, cortisone, hydrocortisone, or lipoic acid 
was given on 47 occasions to patients in both groups 
without obvious, benefit. Prognosis was relatively poor 
in the presence of ascites or a serum bilirubin concentra- 
tion of 5 mg. per 100 ml. or above. Among the patients 
treated with protein deprivation and antibiotics moderate 
icterus was associated with a 35% recovery rate and 
relatively mild jaundice with 50°% recovery. Prognosis 
was also clearly related to the duration of coma. Gastro- 
intestinal haemorrhage precipitated or complicated coma 
in 15 cases; of the 6 patients in whom this could be con- 
trolléd by balloon tamponage with aspiration of gastric 
contents or by surgery, or in whom spontaneous arrest 
occurred; 4 recovered. The blood ammonia concentra- 
tion was reduced by protein withdrawal and the adminis- 
tration of antibiotics; glutamic and aspartic acids each 
had a transient effect in 2 cases, but lipoic acid had no 
constant effect. An early and profound fall in the blood 
ammonia content was noted in those patients who 
recovered, whereas a late rise in the level occurred in 
fatal cases. E. Forrai 


75. A Study of Water Metabolism in Cirrhotics by 
Means of Tritiated Water. (Etude du métabolisme de 
l’eau chez les cirrhotiques au moyen de |’eau tritiée) 

A. AEBERHARDT, P. FALLOT, J. CANIVET, and J. MASSON. 
International Journal of Applied Radiation and Isotopes 
[Int. J. appl. Radiat.] 2, 62-75, April, 1957. 15 refs. 


In a study of the metabolism of water in ascites, 
reported from the Atomic Energy Centre, Saclay, France, 
the specific radioactivity of the blood and of the ascitic 
fluid was determined at various time intervals after the 
administration of tritiated water (HTO), that is, water 
containing tritium, the mass-3 isotope of hydrogen, which 
was given either orally or by the intraperitoneal or intra- 
venous route to one patient with ascites resulting from 
primary gastric carcinoma with hepatic and peritonea! 
metastases and to 17 with ascites due to hepatic cirrhosis. 
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The results confirmed that ascitic fluid participates in 
the general movement of water in the human organism. 
The disturbances of water metabolism associated with 
the presence of ascites and other pathological fluids were 
shown by the finding of a slow exponential decline of 
-adioactivity (revealed by analysis of the experimental 
curves obtained by plotting HTO in ml. against time), 
»y an increase (in one-third of the cases) of that fraction 
of the body weight represented by the total water content, 
ind by a prolongation of the “ biological half-life” of 
he water. The fluid exchange across the peritoneal 
nembrane, as manifested by the replacement of the water 
n the ascitic compartment, took place at rates varying 
rom 40 to 120% per hour. This rate is.best determined, 


- ollowing injection of the indicator into the ascitic fluid, 


vy plotting the curve of decrease in HTO radioactivity 
‘gainst time. It is suggested that this turnover rate, in 
-onditions in which it can be determined with consider- 
ble accuracy, may have some prognostic value. 
Observations after administration of HTO to the same 
patient by both the oral and the intravenous routes pro- 
vided evidence of the part played by the circulatory 
cisturbances in the portal system in the exchange of the 
| ibelled water between the blood and the ascitic fluid. 
L. A. Elson 


°6. Decreased Red Blood Cell-survival Time in Patients 
\ ith Portal Cirrhosis. Correlation of Laboratory and 
tinical Findings 

. A. ALLEN, M. H. Carr, and A. P. Kiorz. Journal 
( é the American Medical Association [J. Amer. med. Ass.] 
164, 955-959, June 29, 1957. 3 figs., 18 refs. 


The erythrocyte survival time was studied in 12 patients 
with portal cirrhosis and in 4 healthy subjects at the 
\eterans Administration Hospital, Kansas City, rddio- 
active chromium being used. There was no evidence 
cf acute or chronic blood loss in any of the cirrhotic 
patients. It was found that 6 of the 12 patients had a 
s.ortened ‘apparent erythrocyte half-life of less than 26-6 
days—namely, two standard deviations below the normal 
mean of 33 days. In the remaining 6 patients and in the 
controls the values were within the normal range. It was 
also found that significant statistical correlation existed 
between the shortened half-life and the presence of 
ocvsophageal varices, an indirect serum bilirubin level 
o! 1-8 mg. per 100 ml. or more, and an increase in the 
mean corpuscular haemoglobin content. 

A. Wynn Williams 


77. Cirrhosis of the Liver. Impending Hepatic Coma 
and Increased Blood Ammonium Concentrations during 
Protein Hydrolysate Infusion 
L. T. Wesster and C. S. Davipson. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 50, 1-10, 
July, 1957. 3 figs., 16 refs. 

In 2 cases of alcoholic hepatic cirrhosis treated at the 
Boston City Hospital (Harvard Medical School) the 
rapid intravenous infusion of protein hydrolysates pro- 
duced signs of impending hepatic coma accompanied 
by a marked increase in the venous blood ammonium 
concentration. Although the protein hydrolysate solu- 


tons were themselves shown to contain significant con- - 
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centrations of ammonium nitrogen, slow infusions into 
3 other cirrhotic patients produced only a delayed rise 
in blood ammonium level, which was mainly accounted 
for by deamination of the infused-amino-acids. One 
of these solutions (5°% “‘ aminosol ”’) contained sufficient 
free ammonium to enable it, in theory, to produce a 
prompt rise in venous blood ammonium level even on 
slow infusion; however, it failed to do so, possibly 
because of its content of glutamic or aspartic acid or 
both. McMichael 


78. The Effects of Intragastric Administration of Whole 
Blood on the Concentration of Blood Ammonia in Patients 
with Liver Disease 

P. C. Youna, C. R. Burnsipe, H. C. KNow es, and L. 
Scuirr. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 50, 11-16, July, 1957. 1 fig., 16 refs. 


That the blood ammonium concentration rises to a’ 
high level as a result of the absorption of blood from the 
gastro-intestinal tract in patients with liver disease was 
shown in experiments on 8 patients with liver disease 
(6 with cirrhosis and one with infective and one with 
toxic hepatitis) and 8 healthy control subjects at the 
Cincinnati General Hospital (University of Cincinnati 
College of Medicine) in which serial blood ammonium 
estimations were made after 500 ml. of blood had been 
introduced into the stomach. Though the usual explana- 
tion of this phenomenon is that the ammonia liberated by 
digestion of blood protein in the bowel by-passes the 
liver through portal-systemic venous anastomoses in 
cases of hepatic cirrhosis, an equally pronounced rise in 
the ammonium level occurred in the patient with infective 
hepatitis in whom such collaterals were not present. It 
would therefore appear that disordered liver function - 
also makes a contribution to the rise in blood ammonium _ 
level. J. McMichael 


79 (a). The Treatment of Alcoholic Cirrhosis with 
Prednisone. (Le traitement des cirrhoses alcooliques par 
la delta-cortisone) ~ 

M. Cacuin, F. PerRGoLA, P. SLAMA, F. Porter, and 
R. Archives des maladies de Il appareil 
digestif et des maladies de la nutrition [Arch. Mal. Appar. 
dig.) 46, 513-534, June, 1957. 15 refs. 


79 (b). The Action of Prednisone in Alcoholic Cirrhosis 
with Ascites. (Action de la delta-cortisone dans les 
cirrhoses éthyliques avec ascite) 

—. Fraisse, —. PLAN, and —. BRONDEL. Archives des 
maladies de l’appareil digestif et des maladies de la 


nutrition [Arch. Mal. Appar. dig.| 46, 535-554, June, 1957. 


The use of corticosteroid therapy in cirrhosis of the 
liver dates from 1950, but the results so far reported 
have not been received with much enthusiasm. 

The authors of the first of these two papers have tried 
the effects of cortisone, hydrocortisone, and ACTH 
(corticotrophin) in some 20 cases at the H6épital Bicétre, 
Paris, but found that the disadvantages exceeded the 
advantages. A considerable diuresis always occurred, 
but sodium retention remained and there was no effect 
on ascites or oedema. The recent introduction of pred- 
nisone (delta-cortisone) seemed to offer greater possi- 
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bilities, since it does not lead to sodium retention but 
has the opposite effect, and they have now used this 
drug in 50 cases of hepatic cirrhosis, 45 of them with 
ascites and sodium retention. The average dose was 
30 mg. daily, continued for 20 days to 3 months. In 
22 cases ascites completely disappeared after the diuresis 
and in 7 it was greatly reduced. The authors admit 
that the treatment is symptomatic only, needle biopsy 
specimens of the liver before and after treatment showing 
absolutely no change and there being no improvement 
in liver function. The main danger in the treatment is 
that of haematemesis, which occurred in 3 cases and was 
fatal in 2 of them. In 8 patients who died in hepatic 
coma during treatment superficial ulceration of the 
stomach was found post mortem. A history of peptic 
ulcer is therefore a contraindication to the use of pred- 
nisone, others being diabetes and, to some extent, active 
tuberculosis. 

The second paper reports the treatment of a similar 
series of cases with prednisone, but the authors present 
many more biochemical observations and data, especially 
concerning sodium balance. Of their 18 cases, ascites 
regressed in 8. The clinical details recorded in this paper 
are less definite than in the previous one. An interesting 
observation, however, is that the fever so often present 
in cirrhosis with ascites generally disappears within 2 or 
3 days of starting treatment with prednisone. 

J. W. McNee 


80. Clinical Measurement of Portal Hypertension with 
Emphasis on Occlusive Hepatic Vein Catheterization 

C. J. SHERKOW. American Journal of Digestive Diseases 
[Amer. J. dig. Dis.] 2, 300-317, June, 1957. 46 refs. 


This report from St. Louis City Hospital and the 
Mount Sinai Hospital, New York, reviews the techniques 
available for assessing portal hypertension in man. The 
demonstration of superficial veins on the anterior 
abdominal wall is useful as an index of portal systemic 
collateral circulation. The degree of splenomegaly is 
not correlated quantitatively with the height of the portal 
pressure, the liver may or may not be enlarged, and there 
is no good evidence that haemorrhoids are more frequent 
in patients with portal hypertension than in the rest of 
the population. Oesophagoscopy is a far more satisfac- 
tory method of demonstrating oesophageal varices than 
barium-swallow x-ray examination. 

Portal venous pressure may be measured directly at 
the time of surgery by inserting a needle into a portal 
vein and connecting it to a manometer. Other methods 
include measuring the pressure in an abdominal portal 
collateral vein and, by puncture through the skin, mea- 
suring the pressure in the spleen. Catheterization of a 
hepatic vein can also be used to evaluate portal pressure. 
The catheter is directed under fluoroscopic control into 
a hepatic venule and advanced until it stops. The 
* wedged” or “‘ occluded’ hepatic venous pressure is 
then measured through the catheter in this position and 
reflects the portal venous pressure. Of 5 patients with 
cirrhosis studied in this way, the pressure was increased 
in 4 and normal in one, after medical treatment. 

[The paper consists mainly of a review of the literature.] 

Sheila Sherlock 


81. Malignant Growths in the Liver and Serum-vitamin- 
Lévels 

N. Grossowicz, A. HOCHMAN, J. ARONOvITCH, G. IZAK, 
and M. RacumiLewitz. Lancet [Lancet] 1, 1116-1117,” 
June 1, 1957. 9 refs. 


A study of the relationship between the serum vitamin- 
B,2 (cyanocobalamin) level and liver damage is reported 
from the Hebrew University-Hadassah Medical School, 
Jerusalem. The total serum vitamin-B)2 content was 
determined microbiologically in 18 patients with malig- 
nant tumours extensively involving the liver, 19 patients 
with malignant disease involving various organs but 
without evidence of liver metastases, and in 35 healthy 
subjects. 

In the 19 patients with malignant disease without liver 
damage and in the 35 healthy subjects the serum vita- 
min-Bj2 levels were normal (100 to 550 wg. per ml.), 
while in 16 of the 18 patients with metastases in the liver 
the level was raised (640 to 20,000 yg. per ml.). The 
authors state that this rise is due to thg release of stored 
vitamin B;2 from damaged liver cells and may be of 
value in the diagnosis of metastasis to the liver, but they 
note that similar rises occur in acute hepatitis and 
myeloid leukaemia. F. W. Chattaway 


INTESTINES 


82. The Course of Nonspecific Ulcerative Colitis: 
Review of Twenty Years’ Experience and Late Results 
B. M. Banks, B. I. Korevitz, and L. Zerzer. Gastro- 
enterology [Gastroenterology] 32, 983-1012, June, 1957. 
1 fig., 45 refs. 


An analysis is presented of 245 proved cases of non- 
specific ulcerative colitis seen between 1931 and 1950, 
with a total of 507 admissions to the Beth Israel 
Hospital, Boston, and 106 to other hospitals during that 
period. All except one of the patients were traced, and 
the majority were interviewed after January, 1954. The 
number of new patients each year varied only slightly, but 
the total number of admissions each year increased 
steadily with the accumulation of surviving patients. 

The sex distribution and age of the patients at onset of 
symptoms were similar to those in other reported series. 
In 115 patients when first seen symptoms had been pre- 
sent for less than a year. The chief features on radio- 
logical examination in 222 cases just before or shortly 
after admission for the first time were involvement of the 
whole colon in 69 and from the rectum to splenic flexure 
only in 79; in 13 the radiological appearances were 
normal. Nothing abnormal was found on sigmoido- 
scopy in 10 out of 223 cases. The incidence and type of 
complications encountered were similar to those reported 
by others, arthritis being the commonest (16%) and 
perforation the most serious (10%). 

Accomparison of the results of medical treatment before 
and after the introduction of chemotherapy and anti 
biotics showed that there had been some improvement in 
recent years, but the difference was not great. Of the 
245 patients, 84 required some form of surgical treatment. 
Tleostomy, which was carried out at the Beth Israel Hos- 
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pital “‘as a primary and sole procedure” in 40 cases 
(including some in which the patient was desperately ill), 
was found to be of little value. There were 10 post- 
operative deaths; of the 30 survivors, only 8 improved 
and remained well without further operation. Most of 
‘he patients treated by “ palliative” surgery had to 
indergo major operations, often multiple, colectomy 
oroving to be the only valuable procedure. The total 
aumber of deaths from ulcerative colitis during the follow- 
ip period was 41. Altogether 49 patients were alive 
ifter surgical treatment, 43 were asymptomatic without 
yperation, and 91 had had mild or severe exacerbations 
vithout surgery. The remaining 10 patients were suffer- 
ng from other major diseases with colitis a secondary 
condition. Carcinoma of the distal colon or rectum 
developed in 9 cases. In one, cancer developed in the 
esidual rectal stump 21 years after subtotal colectomy 
jad been performed. 

Of the 133 females in the series, 56 had a total of 87 
pregnancies closely associated with or subsequent to the 
onset of colitis, 72 being carried to term. It appeared 
that the behaviour of colitis during one pregnancy was 
10 guide to its behaviour in a subsequent pregnancy. 
Xeactivation of the disease was most likely in the 
puerperium. 

It was noted that in the 17 cases of segmental colitis 
the disease usually spread distally; in 5 the rectum finally 
became involved. The clinical course in these cases was 
similar to that in the more typical group, but surgical 
treatment was not on the whole very satisfactory. 

[This is a long and interesting paper which cannot be 
ubstracted adequately; it should be read in the original 
by those interested.] T. D- Kellock 


£3. Gastrointestinal with Oleic Acid-I'3! 
«nd L-Methionine-S>5 in Patients with Ulcerative Colitis 
1). J. Sanpweiss and S. H. Levy. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)| 95, 259-261, June, 1957. 10 
refs. 


The authors, working at the Sinai Hospital, Detroit, 
have employed isotopic techniques in a study of the faecal 
excretion of fat and nitrogen in 21 patients with ulcerative 
colitis of varying degrees of severity, and in a group of 
16 subjects with no gastro-intestinal disease who served 
ascontrols. In 5 of the patients the studies were repeated 
when the disease was in an acute phase or in remission 
and 6 of them were studied after undergoing ileostomy 
and colectomy. The test substances given were oleic 
acid labelled with radioactive iodine given in doses of 
between 5 and 8 microcuries and L-methionine labelled 
with radioactive sulphur in doses of 18 to 40 micro- 
curies, the former being dissolved in alcohol and the 
latter in water. FFaeces were collected for 72 hours and 
the radioactivity determined. 

The results, which are expressed as the percentage of 
the orally administered dose excreted in the faeces in 72 
hours, showed that the control subjects excreted between 
4 and 7% of both substances, the average being 5-4% for 
oleic acid and 5-6% for methionine. In all the patients 
with ulcerative colitis there was increased faecal loss of 


both oleic acid and methionine, the loss of the latter being 
the greater of the two. The amount lost was roughly 
proportionate to the severity of the disease at the time 
of the test; there was, however, a quantitative difference 
between the two test substances in that while the excretion 
of oleic acid in patients in remission fell almost to normal 
limits (4:7% to 9-9%) that of methionine remained raised 
(10-:7% to 20%), although still being much lower than 
when the disease was active. It was of particular interest 
that there was increased faecal loss of both substances in 
the 6 patients subjected to ileostomy and colectomy; 5 
of these patients were in excellent health, having under- . 
gone their operation 19 to 58 months before the test, and 
yet the excretion of oleic acid in this group ranged from 
5-4 to 24-5°% and that of methionine from 17-7 to 31-4%. 
In the 5 cases in which the tests were carried out during 
different stages of activity of the disease it was found that 
in the acute phase the faecal loss of oleic acid was as 
high as 20-3°% (mean 12-5°%%) and that of methionine up 
to 649% (mean 39-7%). T. D. Kellock 


84. Rectal Hydrocortisone 

J. D. N. NABARRO, A. MoxHaM, G. WALKER, and J. D. H. 
SLATER. British Medical Journal [Brit. med. J.| 2, 
272-274, Aug. 3, 1957. 4 figs., 6 refs. 


The local administration of hydrocortisone for the 
treatment of proctocolitis has been recommended with a 
view to avoiding the systemic effects of oral therapy. 
This has led the authors, working at the Middlesex 
Hospital, London, to study the absorption of hydro- 
cortisone from the rectum in 5 patients suffering from 
ulcerative colitis. The clinical effects of rectal adminis- 
tration are not discussed. The preparations of hydro- 
cortisone used were: (a) a suspension of the acetate; 
(b) a solution of the hemisuccinate; (c) a solution of the 
free alcohol prepared from a 1% skin lotion in which 
the solvent is a mixture of glycols; (d) a suspension of the 
free alcohol; and (e) suppositories containing the free 
alcohol. In each case a dose of 200 mg. of hydro- 
cortisone was given. The steroid suspension or solution 
was made up to a volume of 100 to 120 ml. with saline 
and run into the rectum over a period of 15 minutes, or 
in one case by slow drip for 2 hours. One case also 
received 5 suppositories, each containing 40 mg. of the 
alcohol, over the 24 hours. 

Urinary excretion of total 17-hydroxycorticosteroids 
was estimated by a modification of Appleby’s method, 
and urinary 17-ketosteroids, sodium, potassium, and 
creatinine by standard methods. It was found that there 
was a significant increase in urinary excretion of steroids 
with all the preparations except the acetate suspension. 
In one case it was calculated that the amount absorbed 
from the skin lotion given rectally was very little less 
than when the same amount of hydrocortisone was 
taken by mouth. Absorption of the hemisuccinate 
solution was, however, slight compared with that of the 
other preparations. It is pointed out that rectal absorp- 
tion of hydrocortisone may produce undesirable side- 
effects, a possibility being adrenal suppression with 
liability to acute adrenal insufficiency following stress. 

T. D. Kellock 
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Cardiovascular System 


85. The Use of Coronary Perfusion and Carbon 
Dioxide Regulation in Intracardiac Operations Performed 
under Hypothermia 

F. C. Spencer, J. R. Jupe, and H.T. BAHNSON. Surgery 
[Surgery] 42, 76-91, July, 1957. 5 figs., 9 refs. 


The authors describe their experiences in the use of 
coronary arterial perfusion in 29 cases of heart disease 
operated upon under hypothermia at Johns Hopkins 
Hospital, Baltimore. A surface-cooling technique was 
employed and a needle was inserted into the aorta proxi- 
mal to the oecluding clamp; through this, arterial blood 
was perfused at a rate varying between 15 and 70 ml. per 
minute. Ventilation was regulated to maintain the alveo- 
lar carbon dioxide tension between 2-5 and 4%. Among 
the 29 patients, whose ages ranged from 10 months to 
46 years and most of whom had atrial septal defect, 
pulmonary stenosis, or aortic stenosis, there were 7 
deaths, 4 of which occurred in the patients with aortic 
stenosis. 

The authors state that the myocardium is more sensitive 
to anoxia under hypothermia than is the brain, and they 
feel that by the use of this method the circulation may 
safely be arrested for periods up to 12 minutes. In their 
experience the outstanding advantage of the method is 
that the blood pressure returns to normal almost immedi- 
ately after the clamps are removed, so that the brain thus 
receives an adequate blood supply at once. The method 
of carbon dioxide regulation is fully discussed and the 
authors point out that estimations of the blood pH are 
essential during hypothermia. 

[The results reported do not support the authors’ con- 
tention that the methods described are a valuable adjunct 
to hypothermia.] J. R. Belcher 


86. Pericardiectomy for Constrictive Pericarditis 
C. Havarp. Thorax [Thorax] 12, 148-151, June, 1957. 
8 refs. 


In this short paper from Sully Hospital, Glamorgan, 
16 cases of constrictive pericarditis treated by peri- 
cardiectomy are described. The author discusses the 
more radical types of pericardiectomy, but favours the 
more conservative liberation of the constricted ventricles 
only, through a left antero-lateral thoracotomy incision. 

. C. A. Jackson 


Malignant Auricular Arrhythmia 
W. Dewuurst. British Heart Journal [Brit. Heart J. ] 
19, 387-394, July, 1957. 7 figs., 7 refs. 


The term “ malignant auricular arrhythmia ”’ is used 
by the author to describe an arrhythmia different in 
form and course from the common varieties and with a 
serious prognosis. He describes 4 patients, aged 58, 
55, 47, and 45 respectively, in whom at various times 
changing auricular arrhythmias were seen. These in- 
cluded nodal tachycardia, auricular tachycardia with fast 


or slow ventricular rates, auricular extrasystoles, and 
auricular fibrillation, while sinus rhythm occurred from 
time to time. Frequent changes from one type of rhythm 
to another were noted, in contrast with the majority of 
patients with auricular arrhythmia in which it tends to ° 
remain constant. In no patient was there evidence of 
thyrotoxicosis, hypertension, cardiac ischaemia, or other 
disease. In all cases cardiac enlargement and failure 
followed the onset of arrhythmia and in no case was 
treatment with digitalis or quinidine of significant 
benefit. 

Two of the 4 patients died, 12 and 4 years respectively 
after the onset, and the other two developed cardiac 
enlargement and recurrent cardiac failure. The serious 
prognosis of these cases is stressed and the diagnosis, 
— and ecupend of the arrhythmia are briefly 

Francis Page 


W. Evans and R. K. Putray. British Heart Journal 
(Brit. Heart J.) 19, 366-374, July, 1957. 10 figs., 11. 
refs. 

The importance of certain minor abnormalities in the 
electrocardiogram (ECG) in confirming the cardiac 
source of pain in the chest is stressed by the authors of 
this paper from the London Hospital, as the mortality 
among patients in whom such changes can be demon- 
strated is similar to that among patients with gross 
changes, such as deeply inverted T waves with or without 


- abnormal Q waves. An investigation is described, the 
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purpose of which was to determine the significance of two 
lesser cardiographic deformities—a shallow, trough-like 
depression of the T—U segment and the presence of a 
natural Q wave in certain leads, a natural Q wave being 
defined as one not exceeding 0-04 second in duration or 
4 mm. in depth in Leads I, Il, and IIT R. The following 
leads were used; the four bipolar limb leads I, II, III and 
III R (Lead III recorded during deep inspiration) and the 
three bipolar chest leads CR1, CR4 and CR7. Tracings 
were examined from four groups of patients: (1) 1,000 
healthy adults, (2) 200 patients with chest pain of sus- 
pected cardiac origin but a normal ECG, (3) 500 patients 
with cardiac pain confirmed by ECG, and (4) 250 patients 
with painless heart disease. 

Depression of the T—-U segment was not discernible 
in the presence of tachycardia. It was found in no case 
in Group 1 and in only one case in Group 4—4 
child with the Fallot syndrome, whereas in Group 3 
it was found 15 times. The authors therefore regard 
depression of the T—U segment below the -iso-electric 
line of the U-P period as “‘ an undisputed sign of 4 
myocardial injury from coronary arterial disease’’. The 
presence of a natural Q wave in various combinations 
of leads was also studied and the results are listed in 
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tabular form. The authors conclude that its occurrence 
in the lead combination I-CR4—CR7 may also prove to 
be an early sign of myocardial injury. Francis Page 


89. The Value of Estimating Fibrinogen and C-reactive- 
protein Levels in Myocardial Ischaemia 


D. PHEAR and R. Lancet [Lancet] 2, 270-271, 
m Aug. 10, 1957. 1 fig., 9 refs. 
m C-reactive protein is an abnormal serum protein found 
of ; in inflammatory and necrotic conditions, including myo- 
to cardial infarction. It was first reported in cases of pneu- 
of mococcal pneumonia and was so called because it 
sal ‘eacted with the somatic C polysaccharide of the pneu- 
re nococcus. 
as _ In this paper from the Central Middlesex Hospital, 
nt London, the authors present the results of serial 
‘stimations of, fibrinogen and C-reactive protein levels 
ly ‘n 50 cases of acute myocardial infarction and 10 with a 
lac yast history of infarction. There were 16 acute cases, 
US all confirmed by electrocardiogram. These all showed . 
a8, « . marked rise in blood levels of fibrinogen and C-reactive 
fly »rotein—often preceding the increase in erythrocyte 
; -edimentation rate. In 22 doubtful cases, most of which 
‘vere confirmed later by other methods, the levels of 
led ibrinogen and C-reactive protein were the only means of 
arly diagnosis. The values were only very occasionally 
nal « bnormal in patients with angina or old infarction. The 
11 cuthors conclude that this test is more certain than 
clectrecardiographic readings and more sensitive than 
1.1easurements of the erythrocyte sedimentation rate. 
the D. Goldman 
liac : 
of 
lity CONGENITAL HEART DISEASE 
wad ‘0. Auscultatory and Phonocardiographic Signs of 
out Pulmonary Stenosis 
the A. LEATHAM and D. WerrzMan. British Heart Journal 
two [Brit. Heart J.] 19, 303-317, July, 1957. 12 figs., 20 refs. 
like At the National Heart Hospital, London, phono- 
of a cardiographic studies were carried out on 70 patients 
eing known to have pulmonary stenosis, particular attention 
n or being paid to the characteristics of the systolic murmur 
ving and the nature of the second sound. Of 44 with intact 
and ventricular septum and normal aortic root, the stenosis 
i the was mild in 11 (right ventricular systolic pressure below 
ings 40 mm. Hg) and severe in 33 (pressure 50 to 160 mm. Hg). 
,000 @ All except 4 had valvular stenosis. In the remaining 
sus- § 26 cases pulmonary stenosis was part of the complex of 
ients Fallot’s tetralogy. 
ients An “ ejection ” sound was recorded at the pulmonary 
area immediately after the first sound in the cases of mild 
niblé @ stenosis and was thought to be due to sudden expansion 
casé § of the dilated pulmonary artery with the start of ejection 
4—a @ from the ventricle. The pulmonary component of the 
up 3 @ second sound was faint or absent in patients with higher 
right ventricular pressure. The second sound was more 
ectri¢ @ widely split than usual, and the degree of splitting was 
of @ @ fairly closely related to the height of the right ventricular 
The @ pressure, and in fact a better guide to the severity of 
ytions # the stenosis than the electrocardiogram. The delay of 


the pulmonary component of the second sound was due 
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to a longer ejection time from the right ventricle than 
from the left, and this was often made evident by the 
registration of the systolic murmur beyond the closure 
of the aortic valve. 

In the 26 cases of Fallot’s tetralogy the 
component of the second sound was absent, this being a 
practical diagnostic point in the differentiation of such 
cases from those of simple pulmonary stenosis with 
cyanosis due to reversal of the inter-atrial shunt. In 
addition the systolic murmur in Fallot’s tetralogy was 
softer than in pulmonary stenosis. J. A. Cosh 


91. Valvular Pulmonary Stenosis with Intact Ventricu- 
lar Septum. Clinical and Physiologic Response to Open 
Valvuloplasty 
S. G. BLOunT, J. VAN ELK, O. J. BALCHUM, and H. Swan. 
Circulation [Circulation (N. YD] 15, 814-826, June, 1957. 
6 figs., 15 refs. : 


The authors consider that for the correction of valvular 
pulmonary stenosis with intact ventricular septum open 
valvuloplasty performed by the transarterial approach 
under hypothermia with circulatory occlusion gives good 
results. In a series of 38 patients so treated (and 
reported from the University of Colorado School of 
Medicine, Denver), of whom 10 were cyanosed, there 
were 2 deaths, both in cyanosed patients. The results 
of pulmonary arterial and right ventricular pressure 
measurements and oxygen saturation levels are given 
in detail for the first 25 patients, and only these patients 
are included in the analysis. 

In the first 3 patients small amounts of valve tissue were 
excised, but in the remainder incisions were made along 
the three commissures. All but 3 of the patients were 


aged less than 15 years. Of 10 of the patients who had 


an atrial septal defect, 8 were cyanosed and had limited 
exercise tolerance; the latter was relieved in all, 
and in 4 cases the cyanosis was improved by the opera- 
tion. Of the 15 patients with an intact atrial septum, 
7 had no symptoms; in the other 8, fatigue and exercise 
tolerance were improved after operation. All the patients 
had a palpable thrill, which disappeared in 22, while the 
murmur decreased but did not entirely disappear. The 
electrocardiographic changes are described. The en- 
largement of the main pulmonary artery revealed by 
radiography did not alter; there were, however, changes 
in pulsatility and in vascularity of peripheral fields in 3 
cyanotic patients. The right atrium and right ventricle 
were enlarged and remained so. In 10 cases there was a 
slight increase in heart size after operation. 

In the younger patients the valve was usually a sym- 
metrical elongated cone, but in the 3 adults in the series 
an asymmetrical fusion of thickened cusps was more 
common. A preoperative systolic pressure gradient 
ranging from 38 to 175 mm. Hg was reduced to less 
than 20 mm. Hg in the first 3 patients, in whom the valve 
was partially excised, and in 14 of the others. A murmur 


of pulmonary insufficiency was heard in these first 3 


patients and in 8 others, but was not of haemodynamic 
significance. Among the possible causes of a residual 
pressure gradient is hypertrophy of the crista supra- 
ventricularis of the right ventricular outflow tract; 
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removal of a distal obstruction unmasks a proximal one. 
In 6 patients moderate pulmonary hypertension developed 
following operation, but the cause of this could not be 
ascertained. The authors consider that this transarterial 
operation carries a lower mortality than that by the trans- 
ventricular approach. Where there is an intact atrial 
septum the approach should be through the pulmonary 
artery. Inthe presence of a septal defect and right-to-left 
shunt the valve should be treated first, but if a left-to- 
right shunt is present the defect should be closed first and 
the valvuloplasty then performed at the same time if the 
patient’s condition permits. [No operative details are 
given.] M. Meredith Brown 


92. The Electrocardiogram in Ventricular Septal Defect. 
A Correlative Study of Fifty Cases 

T. F. Hupparp and W. D. ANGLE. A.M.A. Journal of 
Diseases of Children [|A.M.A. J. Dis. Child.| 94, 20-27, 
July, 1957. 9 figs., 10 refs. 


The electrocardiographic findings in 50 patients aged 
4 months to 45 years with ventricular septal defect, all 
of whom had undergone previous cardiac catheterization, 
are reported in this paper from the University of Nebra- 
ska College of Medicine, Omaha. Concentric right 
ventricular hypertrophy was present in 29 cases, in all 
of which there was marked pulmonary hypertension. 
Left ventricular hypertrophy was also present in 29 cases 
and showed some correlation with the volume of the 
left-to-right shunt, no signs of hypertrophy being present 
when the shunt volume was less than 20% of the total 
pulmonary blood flow. A high-voltage diphasic QRS 
complex in mid-precordial leads, found in 30 cases, was 
most frequent when there was electrocardiographic evi- 
dence of combined right and left ventricular hypertrophy. 
Incomplete right bundle-branch block was found in 4 
patients, 3 of whom had a considerable left-to-right 
shunt, and complete block in one case. Of 9 patients 
with marked pulmonary hypertension, all showed right 
atrial enlargement, and 4 patients with a large left-to- 
right shunt had left atrial enlargement. The electro- 
cardiogram was normal in 2 patients. 

The authors conclude that the electrocardiographic 
findings correlate well with the size of the shunt and the 
degree of pulmonary hypertension present in ventricular 
septal defect. Gerald Sandler 


93. Ventricular Septal Defects. Their Natural Trans- 
formation into Those with Infundibular Stenosis or into 
the Cyanotic or Noncyanotic Type of Tetralogy of Fallot 
B. M. Gasut, R. F. Ditton, V. VRLA, and G. Harr. 
Journal of the American Medical Association [J. Amer. 
med. Ass. 164, 847-853, June 22, 1957. 7 figs., 16 refs. 


Since 1947 the course of ventricular septal defect in 
336 young patients, only 2 of whom were operated on, 
has been followed at the Cook County Hospital (Uni- 
versity of Illinois), Chicago. In some cases it was noted 
that the pulmonary second sound, which had been loud 
and booming at first, became softer over the years, sug- 
gesting the development of pulmonary stenosis, and 2 
cases are presented to illustrate this. The first was in a 
child who at the age of 11 months had an enlarged 
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heart with evidence of hypertrophy of both ventricles; 
catheter and angiocardiographic studies showed a left- 
to-right shunt between the ventricles, with pulmonary 
hypertension (56/18 mm. Hg) and no pressure gradient 
across the pulmonary valve. At the age of 4 years 
9 months a pulmonary systolic murmur and thrill were 
present and the catheter findings were those of infundi- 
bular stenosis. The shunt appeared now to be in both 
directions. In the second case a child at the age of 9 
months had evidence of a left-to-right shunt with pul- 
monary hypertension (70/25 mm. Hg), but at age 4 
years there was infundibular stenosis and the shunt was 
now purely left-to-right. 

Discussing these and other similar cases the authors 
suggest that in the early years of life hypertrophy of the 
crista supraventricularis may occur to such a degree 
that the effect of infundibular stenosis is produced, 
resulting in a state of affairs similar to that in the tetralogy 
of Fallot, but post mortem confirmation of this concept 
is not yet available. The incidence of such a develop- 
ment is not known, but is probably low. J. A. Cosh 


94. Atrial Septal Defect in Children 
J. WAGNER and G. R. GRAHAM. British Heart Journal 
[Brit. Heart J.] 19, 318-326, July, 1957. 2 figs., 47 refs, 


Of 1,500 children seen at the congenital heart clini¢ 
of the Hospital for Sick Children, Great Ormond St., 
London, 133 were considered to have atrial septal defect 
without other congenital anomalies, the diagnosis being 
confirmed in about one-quarter by cardiac catheteriza- 
tion. Dyspnoea and frequent chest infections were 
presenting complaints in half the patients, the remainder, 
including many with considerable cardiac enlargement, 
being considered by their parents to be symptom-free, 
No correlation was found between age at onset of symp- 
toms and heart size. The sex distribution was equal; 
62°% of the patients were of normal height, but only 25% 
were of normal weight. 

The most frequent clinical features were right-sided 
cardiac enlargement in over one-third of the patients, a 
pulmonary systolic murmur with a thrill in one-quarter, 
a widely split, loud pulmonary second sound in all cases, 
and an apical diastolic murmur in one-third. The 
electrocardiogram showed complete or incomplete right 
bundle-branch block in two-thirds and right ventricular 
hypertrophy in one-half. [Criteria not given.] Fluoro- 
scopy was the most valuable diagnostic procedure, show- 
ing typically right ventricular enlargement, particularly 
of the outflow tract, and a pulsatile pulmonary artery 
with dilated main branches. The radiological finding of 
diminished peripheral pulmonary vascularity, contrasting 
with dilated central vessels, was a valuable indication of 
the presence of pulmonary hypertension. 

Cyanosis had become established in 10 patients, indi- 
cating reversal of the inter-atrial shunt following develop- 
ment of pulmonary hypertension. Bacterial endocar- 
ditis did not develop in any of the cases. There were 6 
deaths (all in patients under the age of 6 years), 4 from 
congestive heart failure, one from bronchopneumonia, 
and one after an attempt at surgical closure of the septal 
defect. J. A. Cosh 
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95. Prognosis of Isolated Ventricular Septal Defects 
E. MANNHEIMER, D. Ikkos, and B. Jonsson. British 


ry Heart Journal [Brit. Heart J.| 19, 333-334, July, 1957. 
at 7 figs., 11 refs. 
- Isolated ventricular septal defect was diagnosed in 72 
‘i patients (35 females and 37 males) aged 3 months to 20 
th years at Karolinska Sjukhuset, Stockholm, between 1951 
“9 and 1955. The diagnosis was based on the results of 
iL clinical examination and of ancillary studies, including 
4 cardiac catheterization and, in some cases, angiocardio- 
ad graphy. In 9 patients (Group Ia) with normal right 
| ventricular pressure and without significant shunt there 
e? was a typical systolic murmur in the 3rd and 4th left 
he intercostal spaces with a normally split pulmonary 
od second sound. In 18 patients (Group Ib) with normal 
od right ventricular pressure and a significant shunt the 
, murmur was often more intense and the apex beat more 
7 orceful. Group II mcluded 17 patients with moderate 
©P ‘ight ventricular hypertension; the systolic murmur was 
.arsh witha narrow splitting of the pulmonary second 
sound, and in some instances there was a faint apical 
diastolic murmur. The patients in Group III had 
equilibrated ventricular pressures; in 17 of them with 
‘nal \2ft-to-right shunt there was a loud systolic murmur with 
efs. @ ‘hrill, heaving apex beat, precordial bulge, and a loud, 
snié single pulmonary second sound; in 10 others with mixed 
St shunt and high pulmonary vascular resistance there was 
fect ia most instances a faint systolic murmur with a loud, 
- single pulmonary second sound; the remaining patient 
= in this group had a single ventricle. There were 4 deaths 
cl in Group III, all in patients aged 1 to 2 years. The 
des majority of the patients in this series were symptom- 
t free, but in the most severe cases breathlessness was 
col present in infancy. Some patients improved after the 
a ’ | first year of life. Retardation of growth and cyanosis 
= were rare. K. G. Lowe 
25% 
sided CHRONIC VALVULAR DISEASE 
its, a 
irter, § 95. Determination of Success after Mitral Valvotomy. 
ases, § Role of Circulatory Obstruction of the Myocardium and 
The § of Other Factors 
right § P. Mounsey. British Medical Journal (Brit. med. J.] 2, 
cular § 311-318, Aug. 10, 1957. 5 figs., 18 refs. 
uoTO- At the London Hospital 100 patients were observed 
how- § before, during, and for 2 to 6 years after mitral valvotomy, 
ularly § and the results are analysed in the present paper. Of 
artery § 92 patients whose effort tolerance before valvotomy was 
ing of poor or very poor, 79 showed moderate to very good 
asting § improvement during the first 2 years after operation. 
on Of § During the third to fifth years after, 14 out of 55 deterior- 
_ fated. There were 5 postoperative deaths, and 3 further 
, indi § patients died within 3 months from mitral or aortic 
velop § valvular disease. During the 5 years following operation 
Jocaf- #7 patients died, 3 from calcified mitral stenosis and 
vere 6 & incompetence, 3 from emphysema and bronchitis com- 
} from § plicating mitral stenosis, and one from cerebral embolism. 
noni#,§ Breathlessness on exertion was the most sensitive 
bs preoperative index of the degree of stenosis, and enlarge- 


ment of the valve opening at operation to 2-5 or 3 cm. 
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produced a better response than did a lesser enlargement. 
Pulmonary arterial pressure appeared to increase when 
the orifice of the valve was less than 1 cm. A second 
valvotomy in 2 patients who had relapsed resulted in 
satisfactory improvement. 

Calcification of the mitral valve was commoner in 
men than women; it was associated with a greater degree 
of mitral incompetence, and prevented satisfactory post- 
operative results in 9 out of the 13 cases in which it was 
severe. It could usually be diagnosed before operation 
by fluoroscopy or radiography, but its presence was likely 
if the first heart sound in the mitral area was normal 
or soft and if the opening snap was soft or absent. 
Severe aortic stenosis was a contraindication to operation, 
and in one case in which surgical intervention was 
undertaken progressive left ventricular failure and death 
followed in 6 weeks. 

Although signs of pulmonary hypertension persisted 
after operation, this complication did not prevent a 
successful outcome. Active rheumatic carditis was 
rarely encountered, and while a good proportion of 
patients with large hearts or atrial fibrillation did well, 
those with large hearts and fibrillation showed a poor 
response to operation. Sinus rhythm was restored by 
quinidine in about half the patients in whom fibrillation 
developed after valvotomy, but half of these later reverted 
to fibrillation. Men with severe emphysema and bron- 
chitis continued to deteriorate, but postoperative mitral 
incompetence had no ill effect. 

The author concludes that relief of circulatory obstruc- 


-tion at the mitral valve is the most important factor 


clinical improvement after mitral valvotomy. 
J. Robertson Sinton 


97. Pulmonic Valvular Insufficiency: a Clinical and 
Hemodynamic Study 

P. F. ANGELINO, V. Levi, and A. M. Brusca. American 
Heart Journal [Amer. Heart. J.| 54, 182-195, Aug., 1957. 
9 figs., 16 refs. 


98. The Influence of Change of Posture on Haemo- 
dynamics in Mitral Valvular Disease. (Influence des 
changements de posture sur I’hémodynamique des 
valvulites mitrales) 

P. Gruwez, R. KREMER, J. RENAIS, and L. ScEBAT. 
Revue francaise d’études cliniques et biologiques [Rev. 
frang. Et. clin. biol.) 2, 469-474, May, 1957. 1 fig., 
22 refs. 


The influence of change of posture from the horizontal 
to a feet-down position of 45 degrees was investigated in 
35 patients, of whom 23.-had left ventricular failure 
with pulmonary congestion and cardiac asthma without 
signs of right ventricular failure, 5 had recovered from 
right ventricular failure, and 7 had signs of right ventri- 
cular insufficiency at the time of examination. In 
general the results were comparable to those previousl ~ 
reported in normal subjects, namely, a decrease in rigft 
atrial pressure, in pulmonary arterial pressure, and in 
pulmonary capillary pressure. The cardiac index fell 
in all cases, the average reduction being 20°% below thé 
value obtained in the horizontal position. As the - 
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arterial blood pressure was maintained in all there was 
an accompanying increase in total peripheral resistance. 
In the patients studied, therefore, the heart was behaving 
in the normal manner in accordance with Starling’s Jaw. 
It is to be noted, however, that the elevations of right 
atrial pressure in the patients studied only once exceeded 
6 cm. H2O. Patients with gross forms of right ven- 
tricular failure were not included in the study. 
J. McMichael 
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99. Evaluation of the Medical (Conservative) Treat- 
ment for Peripheral Vascular Disorders. A Survey of 
1,000 Treated Cases Occurring in a Series of 2,300 Con- 
secutive Records of Patients with Circulatory Disturbances 
D. W. Kramer, P?K. PeRILsTEIN, and A. DE MEDEIROs. 
Angiology [Angiology] 8, 129-144, April, 1957. 


In this report from Jefferson Medical College, Phila- 
delphia, the authors describe their experience in the 
mainly medical treatment of a series of 1,046 cases of 
peripheral vascular disorder occurring among over 
2,300 consecutive cases.seen over a period of 25 years in 
private practice and at various hospitals in Philadelphia. 
The total series comprised some 1,670 cases of arterial 
disease (1,140 organic, 517 vasospastic, and 12 vasodilator 
disorders) and over 700 cases of venous and lymphatic 
diseases. The treatment in all these cases was essen- 
tially medical, supplemented in a relatively small num- 
ber by surgical treatment. The main aims were: (1) to 
improve the circulation, particularly by improvement of 
the collateral circulation; (2) to overcome the spasm 
which exists to some degree in practically all cases, (3) to 
prevent complications; (4) to relieve the symptoms; and 
(5) to remove the possible cause. The various methods 
adopted to achieve these aims are detailed. 

Among the arterial disorders the most commonly met 
conditions were arteriosclerosis, diabetic atheroma, and 
thrombosis due to various causes. Thrombo-angiitis 
obliterans was less frequently encountered than was 
expected. It was also shown that thrombosis of the 
lumbar segment of the abdominal aorta and the iliac 
vessels had a better prognosis than has been reported. 
Surgical treatment is generally advocated for occlusive 
vascular disease, but in the authors’ view medical 
methods of improving these cases and preventing the 
development of gangrene should be persevered with, and 
they point out that some of their patients who have 
been under medical treatment for 5 to 10 years or even 
longer are able to continue their activities in comfort. 
They note that the incidence of gangrene in patients with 
thrombosis, excluding thrombo-angiitis and diabetes, 
is minimal. 

The results of treatment showed that of the 693 cases 
of arterial disease, 381 (54-99%) showed good results, 
259 (37-4%%) moderate improvement, and 53 (7-79%) were 
failures. Of the 334 cases of venous disease, 254 (76-19%) 
showed good results, 73 (21-8%%) moderate improvement, 
and 7 (2:1°%) were failures. Of the 9 cases of disorders 
of the lymphatic system, 2 showed good results, 4 were 

* moderately improved, and 3 were not benefited. The 


15 refs. 
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authors conclude by suggesting that it is possible that in 
the near future further advances in biochemistry and 
the study of the hormones may provide some means of 
relieving the progressive nature of thrombosis and of 
helping in the regression of the primary pathological con- 
ditions underlying peripheral vascular disease. 

; Leon Gillis 


HYPERTENSION 


100. Treatment of Hypertension with an Infusion of 
the Bark of Eucomia. 6one- 
HaCTOHKOH KOpbl 3BKOMHH) 

I. I. VereryANov. TJepaneemuyeckui Apxue [Ter. 
Arkh.] 29, 63-66, No. 7, July, 1957. 4 refs. 


The author reports good results in the treatment of 
119 patients suffering from hypertension with the bark 
of Eucomia, a species of tree growing in Southern and 
Central China. An alcoholic infusion of the dried bark 
of young trees was prepared and given in doses of 20 to 
40 drops three times a day about 15 minutes before 
meals. After some 4 to 8 weeks there followed a marked 
lowering of the blood pressure, but many of the patients 
said they already felt better by the end of 3 weeks. The 
course of treatment lasted up to 3 months. In 55 cases 
the blood pressure became normal and remained so for 


‘12 months, while in 18 cases the remission lasted only 


some 6 to 9 months. It is stated that a second course 
of treatment usually gave even better results. A. Orley 


101. Mecamylamine (Inversine) in the Treatment of 
Hypertension 

J. Moyer, C. Hemer, and E. Dennis. Journal of the 
American Medical. Association [J. Amer. med. Ass.| 164, 
1879-1886, Aug. 24, 1957. 4 refs. 


The effects of combining reserpine with mecamylamine 
in the treatment of hypertension were tested in 75 patients, 
the criterion for inclusion being a sustained blood pres- 
sure of more than 150/100 mm. Hg. Of these 75 patients, 
17 were treated orally with mecamylamine alone and 58 
with mecamylamine plus 1 mg. reserpine daily for one 
year or more. The optimum dose of mecamylamine 
was determined by a set dose-titration procedure for each 
patient, starting with 2-5 mg. twice a day, the average 
dose for patients who responded to mecamylamine 
alone being 34 mg. daily. A fall in mean blood pressure 
exceeding 20 mm. Hg was achieved with mecamylamine 
alone in 65% after 3 months and 57% at the end of a 
year, the corresponding figures for the combined treat- 
ment being 90% and 92%. The symptoms most bene- 
fited were headache and heart failure. The familiar side- 
effects of ganglionic blocking agents were encountered, 
but the most prominent symptoms were weakness, 
dizziness, and constipation. Constipation was combated 
with magnesium sulphate in the first instance, and cascara 
or other irritant purgative if this proved inadequate. 
Neostigmine, 15 to 30:-mg., or pilocarpine, 10 mg. 
before each meal is also recommended. 

Mecamylamine is considered to be much more potent 
than other ganglionic blocking agents; in addition the 
response to its use is less variable owing to its complete 
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absorption from the gastro-intestinal tract. Its adminis- 
‘ration in combination with reserpine is regarded as the 
method of choice in the treatment of moderate to severe 
hypertension. J. McMichael 


{02. Effect of Rauwolfia serpentina and Reserpine on 
the Blood Pressure in Essential Hypertension. A Long- 
‘erm Double-blind Study 

VM. B. SHELDON and J. H. Korte. chun [Circu- 
‘ation (N. Y.)| 16, 200-206, Aug., 1957. 24 refs. 


03. Hypertension Due to Unilateral Renal Disease— 
— a Report on a Functional Test Helpful in Diagnosis 
. B. Connor, M. BERTHRONG, W. ©. THOMAS, and 
E. Howarp. Bulletin of the Johns Hopkins Hospital 
‘inal Johns Hopk. Hosp.| 100, 241-276, June, 1957. 
6 figs., 45 refs. 


In this paper from the Johns Hopkins University 
School of Medicine and Hospital, Baltimore, the authors 
cescribe their investigation of a possible method of dis- 
tinguishing those cases of hypertension which are 
essociated with unilateral renal disease and in which 
rephrectomy might be expected to cure the hypertension. 
In principle, the method consisted in collecting simul- 
tuneous samples of urine from each kidney by ureteric 
catheterization and measuring their volume and sodium 
concentration. [For practical details the original paper 
s1ould be consulted.] 

In 31 patients with essential hypertension and normal 
kidney function the specimens of urine from the two 
kidneys were virtually identical in volume and sodium 
concentration. In 11 patients with hypertension and 
presumed bilateral kidney disease ureteric catheterization 
frequently showed marked differences in the volume of 
urine excreted by the two sides, but the sodium concen- 
tration in the specimen from the kidney secreting the 
greater volume of urine was always either equal to or less 
than that in the specimen from the other kidney. Similar 
results were obtained in 3 cases in which the abrupt onset 
of severe, progressive hypertension was suggestive of 
unilateral renal vascular disease, but in view of these 
findings it was decided that if the hypertension was of 
renal origin bilateral disease must be present, and this 
diagnosis was confirmed at necropsy or operation in 
each case. In a further group of 4 patients with severe 
hypertension, 2 of whom had arteriographic evidence of 
unilateral renal disease, one kidney consistently excreted 
less urine with a lower sodium concentration than the 
other. In each case nephrectomy improved the hyper- 
tension, one of the excised kidneys showing only hyper- 
trophy of the juxtaglomerular apparatus, but the other 
3 containing areas of “ischaemic” tubular atrophy. 
In another group of 4 patients with hypertension there 
was pyelographic evidence of unilateral kidney disease, 
but in none of these was the hypertension relieved by 
nephrectomy. Ureteric catheterization studies in these 
cases had revealed differences in the volume and sodium 
concentration of the urine from the two sides, but in no 

case did the lesser sodium concentration correspond with 
the smaller volume of urine. In 15 cases with similar 
findings nephrectomy was not carried out. Catheteriza- 
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tion studies on 3 normotensive patients with unilateral 
renal abnormalities gave similar results. 

The course of hypertension was also observed in 10 
cases following the removal of a completely non-func- 
tioning kidney. In 7 of these the rapid onset of severe, © 
progressive hypertension, or an abrupt increase in pre- 
viously mild hypertension, was an outstanding clinical 
feature. Retrograde pyelography showed a normal 
collecting system on the affected side in 7 cases, this 
finding being considered to indicate a renal vascular 
accident as the cause of the loss of function. Of the 
10 patients, 8 derived marked benefit from nephrectomy, 
the follow-up period ranging from one to 44 years. 

The histological findings in kidneys removed at 
operation in cases of hypertension are discussed and the 
authors advance the view that the essential feature of 
hypertension of renal origin is “* ischaemic” atrophy of 
significant numbers of convoluted tubules which still 
contain apparently functional tubular cells, as opposed 
to the thyroid-like tubules with extreme atrophy of the 
epithelium which are seen in advanced cases of pyelo- 
nephritis. 

[This is a most shila paper which will repay 
reading in the original.] H. F. Reichenfeld 
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104. The Effect of Serpasil in Pulmonary Hypertension 
D. HAcMaGyI, B. Z. Czipotr, and G. Kovacs. 
British Heart Journal [Brit. Heart J.] 19, 375-380, July, 
1957. 3 figs., 12 refs. 


Previous work on the effect of hypotensive drugs on 
the pulmonary circulation has failed to demonstrate any 
uniform action, while certain disadvantages have 
restricted their therapeutic use in cases of pulmonary 
hypertension. In this paper from the University Medical 
School, Szeged, Hungary, an investigation into the effect 
of ‘ serpasil ’’ (reserpine) on the lesser circulation in 15 
patients submitted for assessment of the need for surgical 
treatment of their heart disease is described. None had 
obvious cardiac failure; 12 had mitral stenosis and the 
remaining 3 had pulmonary stenosis, patent ductus 
arteriosus, and ventricular septal defect with pulmonary 
hypertension respectively. Cardiac catheterization was 
performed and an arterial cannula was placed in the 
femoral or brachial artery. The pulmonary “ capillary ” 
and pulmonary and femoral arterial pressures were then 
measured, blood samples from each site were analysed 
for oxygen and haemoglobin content, and the cardiac 
output and oxygen consumption were determined. After 
the injection of 1 mg. of reserpine into the catheter the 
measurements of the various pressures and cardiac output 
were repeated every 10 minutes for 40 minutes. 

In mitral stenosis and in the case of ventricular septal 
defect with pulmonary hypertension the administration 
of reserpine was followed by a significant decrease in 
pulmonary arterial pressure and resistance, with little 
change in the pulmonary “ capillary ’’ pressure or cardiac 
output, while no change in systemic arterial pressure and 
resistance was noted. The drug failed to influence pul-— 
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monary arterial pressure and resistance in the cases of 
pulmonary stenosis and patent ductus arteriosus and was 
therefore effective only in cases in which pulmonary vaso- 
constriction was present. The physiological and thera- 
eee implications of these observations are discussed. 
Francis Page 


105. Pulmonary Vascular Patterns in Pulmonary 
Hypertension 

A. E. Doy eg, J. F. Goopwin, C. V. HARRISON, and R. E. 
SremnerR. British Heart Journal [Brit. Heart J.| 19, 
353-365, July, 1957. 11 figs., 24 refs. 


The authors, from the Postgraduate Medical School 
and Hammersmith Hospital, London, report a further 
study of the radiological appearances of the pulmonary 
vascular system in pulmonary hypertension, comparing 
the findings in mitgal stenosis (Davies et. al., Brit. Heart 
J., 1953, 15, 393) with those in 20 cases of congenital 
heart disease with pulmonary hypertension (systolic 
pressure exceeding 70 mm. Hg) and, in the majority of 
cases, left-to-right shunt. Pulmonary arteriograms 
were obtained post mortem in some cases. In both 
groups there was dilatation of the main pulmonary 
arteries. Whereas, however, in mitral stenosis there was 
narrowing of the smaller peripheral arteries in the middle 
and lower zones, in the cases of congenital heart disease 
dilatation of all branches except the very fine arteries was 
observed. The regional localization of arterial narrow- 
ing in mitral stenosis is considered to be dependent on 
the combination of pulmonary venous hypertension 
together with hydrostatic effects in the upright posture, 
and this contention is supported by the finding of muscu- 
lar hypertrophy in the lower-lobe pulmonary veins. The 
pulmonary arterial narrowing in mitral stenosis is there- 
fore only locally protective to the lower lobes, and 
massive pulmonary oedema, when it occurs (as it may 
do in the presence of either modest or severe pulmonary 
hypertension) is localized to the middle and upper zones. 

[All who are interested in the pulmonary circulation 
should read this paper and others in the series in detail.] 

K. G. Lowe 
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106. The Significance of the Lymphatic Circulation in 
Certain Internal Organs. (SHaueHnve 
B 3a60ne€BaHHAX HEKOTOPLIX BHYTPCHHHX OpraHos.) 
I. RusnjAK. Tepaneemuyecxuu Apxue [Ter. Arkh.] 29, 
5-16, No. 6, June, 1957. 


The flow of lymph in the internal organs, which i is not 
dependent on movement as in the extremities, is in some 
cases very large; for example, the daily lymph flow 
through the kidneys is equal to the volume of urine 
excreted, and that through the liver is nearly as great. 
The author reports the results of animal studies in which 
the efferent lymphatics of the heart, lungs, alimentary 
tract, liver, and kidneys were occluded experimentally. 

These showed that lymph from the two sides of the 
heart drains into two separate lymph vessels and even- 


- tually enters the circulation via the thoracic duct or the 
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right lymphatic duct. Electrocardiographic (ECG) 
recordings from such hearts showed departures from 
normality which were not found in control animals sub- 
jected to thoracotomy but without ligation of the lym- 
phatics. These changes were of three types: (1) the 
S-T segment was depressed and the T waves flattened; 
(2) the appearances were those of myocardial infarction; 
(3) the recordings were characteristic of an acute and 
severe cardiac “anoxaemia. Histologically, interstitial 
oedema of the myocardium and dilatation of lymph 
capillaries was found post morten with, in 3 cases, areas 
of focal necrosis of heart muscle. While ligation of the 
lymph vessels or of the coronary sinus alone was in many 
cases not fatal and the ECG tended eventually to be- 
come normal, the combined occlusion of coronary sinus 
and lymphatics was inevitably fatal in from 3 hours to 
6 days; in these latter cases haemorrhagic necrosis of 
the heart muscle was found. 

In the case of the lungs and liver, in which the venous 
pressure is much lower and the lymph has a much higher 
protein content, ligation of the efferent lymphatics pro- 
duced oedema in the same way as in the heart. This 
oedema was found to be much more severe in the pres- 
ence of pulmonary hypertension due to mitral disease, 
as shown by experiments on 8 dogs in which mitral in- 
competence (6 cases) or stenosis (2 cases) had previously 
been produced by operation. In 7 out of the 8 dogs 
severe oedema of the lungs was found, beyond any that 
could be produced by simple ligation alone. In the liver 
ligation of the efferent lymphatics in cats produced a 
rapid swelling of the organ, evident in 14 hours, with 
most intense oedema, the appearance being similar to 
that seen in poisoning with carbon tetrachloride or in 
Eppinger’s serous inflammation of the liver”’. Simul- 
taneous ligation of the lymphatics and of the common 
bile duct caused still greater oedema. 

In the same way ligation of the renal efferent lymphatics 
produced oedema, but if this was accompanied by simul- 
taneous ligation of the ureter there ensued serious 
necrotic changes. It would thus seem that there is 
here a compensatory mechanism whereby lymphatic 
fluid can be transported by an alternative route (the 
ureter), and that the destructive changes are more rapid 
and severe if this too is obstructed. The renal glomeruli, 
according to Kaiserling, do not contain lymphatics. 
Contrary to former belief, the glomerular filtrate con- 
tains 25 to 30 mg. of albumin per 100 ml. which is nor- 
mally reabsorbed by the tubules. It is estimated that 
150 litres of filtrate pass daily through the glomeruli; in 
renal lymphatic stasis the tubules are unable to reabsorb 
this and the volume of urine is increased, while in 
addition there is a heavy loss of albumin which is excreted 
in the urine. 

It is evident that the study of the circulation of lymph 
in the internal organs in normal and in pathological 
conditions is of great importance—much greater than 
has hitherto been supposed—and that further investiga- 
tions will throw light on many conditions which are at 
present obscure. 

[This is a most stimulating and thought-provoking 
paper, to which an abstract can do but little justice.] 

L. Firman-Edwards 
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_ 107. Enrythrokinetics. IV. The Plasma Iron Turnover as 
a Measure of Erythropoiesis 
T. H. A. V. Hurtapo, D. M. 


and C. A. Fincu. Blood [Blood] 12, 409-427, May, 
1957. 6figs.,3l refs. 


The results of investigation of the plasma turnover 
of iron as a measure of erythropoiesis in 59 patients 
with various haematological disorders, 12 non-anaemic 
patients, and 14 normal controls are reported in this 
paper from the University of Washington School of 
Medicine, Seattle. A dose of 1 to 5 yc. of radioactive 
iron (59Fe) in the form of ferric chloride was incubated 
with a sample of the patient’s plasma just before the test, 
allowed to stand for one hour, and then re-injected, the 
rate of disappearance of radioactivity from the plasma 
being determined at intervals of 10, 30, 60, 120, and 300 
minutes after the injection. 

To permit of comparison between individuals the 
results were expressed as the quantity of iron in mg. per 
day per 100 ml. of whole blood. In the normal subjects 
the range was 0-38 to 0-77 (mean 0-61). The turnover 
was increased in patients with haemolytic diseases, 
including pernicious anaemia, but was diminished in 
aplastic anaemia. In 4 patients with haemochromatosis 
there was a moderate increase in the turnover. The 
technique employed is described in detail, and the assess- 
ment of results and their interpretation are discussed. 
It was noted that excessive breakdown of erythrocytes 
did not alter the iron turnover. The authors conclude 
that the activity of the erythroid marrow is the dominant 
factor in any alterations in plasma iron turnover. 

I. McLean Baird 


108. Vitamin B;2 Absorption in Atrophic Gastritis. 


hatic § [in English] 

(the § SruraLa and W. NyBEeRG. Acta medica Scandinavica 
rapid § [Acta med. scand.] 157, 435-443, June 12, 1957. 3 figs., 
eruli, § 15 refs. 


The authors have studied, at the University of Helsinki, 
the absorption of vitamin B;2 by the method of Schilling, 
in which the proportion of orally administered vitamin B;2 


Pe | labelled with radioactive cobalt is measured in the urine 
—- excreted during the following 24 hours. Where the pro- 
ile re portion was low the test was repeated after stimulation 


with an injection of 0-25 mg. of “* carbachol ” (carbamyl- 
choline chloride). An attempt was then made to cor- 
relate the results with the state of the gastric mucosa, 
as estimated from examination of three gastric biopsy 
specimens obtained with a Woods tube. The series 
included 13 subjects with normal gastric mucosa, 40 
patients with various degrees of achlorhydria or atrophic 
gastritis, 7 with pernicious anaemia, and 2 with chronic 
tapeworm anaemia. 

There was good correlation between the occurrence of 
achlorhydria and the histological picture of the gastric 
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mucosa. The lowest value in the Schilling test for the 
normal patients was 127% (range 12 to 34-9%%), while — 
values for patients with varying degrees of incomplete 
atrophic gastritis were lower (9-2 to 27%), but essentially 
within normal limits. However, of 6 cases of total 
atrophic gastritis only one had a normal test result and 
in only 2 was it normal after stimulation with carbachol. 
Patients suffering from pernicious anaemia showed values 
of 0 to 2:1% and the 2 cases of tapeworm anaemia had 
values of 0-5 and 4-:2% respectively. In one of the latter 
the value rose to 34°%% some 3 months after expulsion of 
the worm. 

In 3 of the cases of total atrophic gastritis without 
pernicious anaemia test values were slightly raised by 
administration of intrinsic factor together with the oral 
vitamin Bj2. J. Naish 


109. Surgery in Haemophilia. The Use of Animal 
Antihaemophilic Globulin and Human Plasma in Thirteen 
Cases 

R. G. MACFARLANE, P. C. MALLAM, L. J. Wits, E. Bip- 
WELL, R. Biccs, G. J. FRAENKEL, G. E. Honey, and 
K. B. Taytor. Lancet [Lancet] 2, 251-259, Aug. 10, 
1957. 5 figs., 17 refs. 


This important paper describes the authors’ experienc 
at the Radcliffe infirmary, Oxford, in the use of pre- 
parations of animal antihaemophilic globulin (A.H.G.) 
in the management of 13 haemophilic patients requiring 
It has been estimated that to main- 
tain haemostasis in the haemophilic an amount of 
A.H.G. equivalent to that present in 2 to 4 litres of 
plasma must be administered daily, and in the cases 
described the required haemostatic level was produced 
by the intravenous injection or drip infusion of con- 
centrates of A.H.G. derived from bovine or pig plasma, 
the A.H.G. solution being mixed with saline or plasma 
for infusion. Frequent blood A.H.G. assays were carried 
out during their administration, and there was no 
abnormal bleeding while the level was above 30% of 
normal. In the case of clean wounds the maintenance 
of such a level for 24 or 48 hours only was often followed 
by complete healing without bleeding. In the case of 
larger wounds or infected wounds treatment was con- 
tinued longer, though in some cases it was stopped 
before healing was complete. In such cases it was noted 
that although comparatively little subsequent bleeding 
occurred, healing, which had hitherto been rapid, became 
very slow. The average daily dose administered was 
equivalent to about 24 litres ef plasma. In certain cases 
bleeding occurred in spite of A.H.G. treatment, usually 
either because of failure to maintain an effective blood 
level of A.H.G. or a fall in that level as a result of further 
damage to the wound by trauma or infection. _ 

The most important disadvantages of the use of animal 
A.H.G. are its antigenicity and the occasional production 
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of thrombocytopenia owing to the presence of an agglu- 
tinin for human blood platelets. The antigenicity of the 
product used by the authors was thought probably to be 
low. Only one serious anaphylactic reaction was ob- 
served, and the sensitization in this case had not been 
produced by the animal A.H.G., but by a previously 
administered bovine haemostatic. Other, minor, reac- 
tions seen were fever and urticaria, both of which were 
controllable by antihistaminics. However, in view of 
the possible dangers arising from antigenicity, if pro- 
longed treatment was required the preparation used, 
bovine or pig, was changed after 10 to 14 days. 

Many of the surgical procedures were of a major 
nature and included extensive laminectomy, skin grafting, 
and excision of an arteriovenous aneurysm. The most 
dangerous and difficult surgical problem encountered 
was in the management of 2 patients with extensive blood 
cysts of the thigh, both of whom died following severe 
operations. These were the only deaths in the series. 
In a small number of cases human plasma was used as 
the source of A.H.G., either alone or sometimes in 
conjunction with animal A.H.G. The rapid transfusion 
of large volumes of human plasma provided adequate 
replacement therapy in a mildly affected patient who 
underwent radical mastoidectomy. The authors stress 
the importance, in addition to the supply of adequate 
amounts of A.H.G., of care of the wound area by immo- 
bilization and the avoidance of all procedures liable to 
cause even minor trauma unless an adequate level of 
A.H.G. has first been attained. They further emphasize 
that since it may be possible to administer the animal 
A.H.G. for the management of one haemorrhagic 
incident only in any individual haemophiliac, its use 
should be reserved for emergencies in which the patient’s 
life is in danger. A. S. Douglas 


110. Enrythropoietic Activity in the Plasma of Patients 
with Polycythemia Vera and Secondary Polycythemia 

A. N. CoNTOPOULOS, R. McComss, J. H. LAWRENCE, and 
M. E. Simpson. Blood [Blood] 12, 614-619, July, 1957. 


A further study of erythropoietic activity in the plasma 
of patients with polycythaemia vera is reported from the 
University of California. Blood from patients with 
polycythaemia vera was drawn into heparin, centrifuged 
rapidly, and, after the plasma had been adjusted to pH 
5-5, was heated, centrifuged again, and then dialysed. 
The dialysate was adjusted to pH 7-0 and then lyophilized. 
The erythropoietic stimulating factor was in the lyophil- 
ized powder so obtained, and this powder was then dis- 
solved in normal saline and injected into anaemic hypo- 
physectomized rats daily for 2 weeks. At the end of 
this period the total erythrocyte volume and the total 
haemoglobin value were estimated. Plasma from 
healthy subjects was used for control purposes. 

Of the 12 rats receiving plasma from polycythaemic 
patients, 9 showed a statistically significant increase in 
the erythrocyte volume and the haemoglobin level. 
Rats receiving plasma from healthy donors showed no 
erythropoietic stimulation. Little is known of the nature 
or the site of production of the erythropoietic stimulating 
factor. E. G. Rees 
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111. Transfusion Reactions in the Absence of Demon- 
strable Incompatibility 

H. FupeNBERG and F. H. ALLEN. New England Journal 
of Medicine [New Engl. J. Med.| 256, 1180-1184, June 
20, 1957. 3 figs., 8 refs. 


Observations in 2 cases in which severe transfusion 


reactions occurred suggested to the authors that patients’ 


could be sensitized to erythrocyte antigens without 
possessing demonstrable circulating antibodies. Com- 
patibility tests, even with the most efficient techniques, 
would fail to detect the sensitization and therefore such 
patients could receive incompatible blood and the first 
evidence of the sensitization would be a haemolytic 
reaction. 

These possibilities were then put to test by finding 5 

persons who were known from previous serological 
studies to be sensitized to various erythrocyte antigens. 
In 3 of them circulating antibodies were no Jonger detect- 
able and in the other 2 only minimal amounts of anti- 
body were detectable in the blood. Each subject was 
given intravenously 10 ml. of erythrocytes labelled with 
radioactive chromium (5!Cr) and containing the antigen 
corresponding to the antibody previously demonstrated. 
The donor cells were otherwise completely compatible 
so far as could be determined. Rapid destruction of the 
injected erythrocytes was demonstrated in all cases, with 
an increase in the plasma haemoglobin content, the spleen 
being responsible for the filtering-out of the incompatible 
cells. There was a poor correlation between the speed 
of removal of the erythrocytes and the titre of antibodies 
or immunization history. The authors feel that if these 
subjects had received transfusions of normal size haemo- 
lytic reactions of varying degrees of severity would have 
occurred. 
_ These studies demonstrate the existence of a very real 
transfusion hazard that has not previously been recog- 
nized. They show that the most sensitive techniques 
available must be used in compatibility tests and that 
very weak reactions in these tests must not be ignored. 
The biological compatibility test should be used more 
often, and when patients need continued transfusions 
fuller typing of erythrocytes is advisable to reduce the 
chances of immunization. Furthermore, blood trans- 
fusion should be given only when it is really necessary, 
and in cases of elective surgery the possibility should be 
considered of withdrawing the necessary blood from the 
patient a few days before the operation. In this way 
compatibility can be guaranteed. 

[All those who make requests for compatible blood 
for transfusion should read this paper in full to realize 
the limitation of compatibility tests, the necessity for 
more sensitive techniques, the need for time in the 
laboratory to prepare blood, and above all the necessity 
to ask the question, is a blood transfusion indicated ?] 

I. Dunsford 


112. Blood Transfusion in Obstetric Haemorrhage with 
Reference to Value of Estimations of Blood Volume 

W. G. MacGrecor and A. D. Tovey. British Medical 
Journal [Brit. med. J.] 2, 855-859, Oct. 12, 1957. 21 refs. 
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113. Eight Years’ Experience with Pulmonary Biopsy 
N. C. ANDREWs and K. P. K Lassen. Journal of the 


American Medical Association [J. Amer. med. Ass.] 164, 
es, 061-1069, July 6, 1957. 9 figs., 8 refs. 
ach Pulmonary biopsy is a useful method of establishing 


en accurate diagnosis in cases of diffuse pulmonary 
cisease in which a small specimen reflects the state of 
the whole lung, such conditions being. the inhalation 
ciseases, polycystic disease, pneumoconiosis, sarcoidosis, 
aad many others. Writing from the Ohio State Univer- 
s ty Health Center, Columbus, the authors discuss their 
experience of this procedure, which they perform under 
general anaesthesia through an incision in the third or 


was § fourth intercostal space either anteriorly or in the axilla, 
with § positive pressure being applied in the bronchial tree 
igen § tefore the biopsy is actually taken. The average stay 
ted. § in hospital for the biopsy has been 8 days. After the 


performance of 119 biopsies on 118 patients minor 
complications occurred in only 14—namely, wound 
haematoma in 2 cases, pain in 2, pneumothorax in 5, 
sibcutaneous emphysema in 1, haemothorax in 3, and 


tible § a:clectasis in 1. The incidence of complications was less 
peed § i. the more recent cases. In the inhalation group of 
dies § d-seases biopsy was useful not only in confirming the 
hese § clinical diagnosis, but in some cases in disproving it: 


thus out of 23 cases of suspected pneumoconiosis the 
diagnosis was confirmed in only 10, diagnoses of carcino- 
matosis, sarcoidosis, or non-specific fibrosis being made 
in the remainder. In the group of conditions due to 
infection a specific cause was found in just over one- 
quarter of the cases (11 out of 39); in the remainder 
only non-specific diagnoses such as _ bronchiectasis, 
chronic interstitial pneumonia, and chronic granuloma 
could be made. In 10 cases a diagnosis more specific 
than idiopathic pulmonary fibrosis could not be made; 
one of these was later shown to be a case of systemic 
lupus erythematosus. Sarcoidosis was the only systemic 
disease which could be diagnosed precisely by biopsy. 
Neoplastic conditions were diagnosed on 28 occasions, 
the primary site being in a variety of organs but most 
commonly in the thyroid, breast, lung, and colon. In 
half of these cases the diagnosis of neoplastic disease 
had not been made preoperatively. 

The preoperative diagnosis was substantiated by 
biopsy in about one-third of the cases; in many of the 
remainder the diagnosis made possible by biopsy had not 
been suspected previously. On 4 occasions biopsy 
examination failed to establish an accurate diagnosis— 
namely, 2 patients diagnosed as having sarcoidosis later 
developed evidence of active tuberculosis, one thought 
to have chronic granuloma was later shown to have 
histoplasmosis, while in a 4th case, proved later to be 
one of disseminated lupus erythematosus, the biopsy 
tevealed non-specific fibrosis only. The authors state 
that the non-specific diagnoses of chronic pneumonia, 
chronic granuloma, and fibrosis in as many as 33 cases 
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is discouraging and demonstrates the inadequacies of 
present histological techniques. Nevertheless, this 
method of pulmonary biopsy appears to be a safe means 
of rapidly reaching a diagnosis where otherwise a long 
period of observation, possibly in hospital, might be 
necessary. A. Gordon Beckett 


114. Long-standing Intrabronchial Foreign Bodies 
J. S. A. Linton. Thorax [Thorax] 12, 164-170, June, 
1957. 8 figs., 9 refs. 


115. Experience with the Course and Chemotherapy of 
Chronic Pulmonary Histoplasmosis 

W. D. Sutiirr. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.| 75, 912-920, 
June, 1957. 6 figs., 6 refs. 


The clinical features in and treatment of 23 confirmed 
cases of chronic pulmonary histoplasmosis at the 
Veterans Administration Hospital, Memphis, Tennessee, 
are described. The majority of the patients were 
farmers, and the total known duration of the disease 
varied from 17 months to 124 years. The average dura- 
tion of observation was 17-1 months. The disease began 
insidiously or with symptoms of pneumonia. The course 
was chronic, with cough, mucopurulent sputum, loss of 
weight, chest pain, weakness and fatigue, fever, dyspnoea 
on exertion, and blood-stained sputum. The radiological 
appearance of the lungs varied from areas of infiltration 
to marked fibrosis with thin-walled cavities. Pulmonary 
tuberculosis was present in one case. Ethyl vanillate in 
a dosage of 50 g. daily by mouth was given in 5 cases, in 
one of which, with disseminated lesions, the disease was 
arrested. §-Diethylaminoethyl fencholate was given 
intravenously in a dosage of 150 to 600 mg. for 1 to 2 
months in 7 cases; this drug proved successful in one 
mild case and in one with disseminated lesions. Nystatin, 
actidione 2-aminostilbamidine, and cycloserine 
(D-4-amino-3-isooxazolidone) were ineffective. Surgical 
excision was successful in 4 out of 8 cases. The author 
concludes that more potent and less toxic antifungal 
agents are needed if an adequate favourable therapeutic 
response in chronic pulmonary histoplasmosis is to be 
achieved. I. Ansell 


116. Evaluation of Clinical Aids to the Diagnosis of 
Chronic Progressive Cavitary Histoplasmosis 

P. H. LeEHAN, C. A. BRASHER, H. W. Larsn, and M. L. 
FurcoLtow. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.| 75, 938-948, June, 
1957. 1 fig., 14 refs. 

The problems encountered in distinguishing cavitary 
tuberculosis from cavitary histoplasmosis led the authors 
over a 2-year period to carry out a serological survey for 
histoplasmosis among patients at the Missouri State 
Sanatorium. Preliminary intradermal skin tests with 
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histoplasmin were followed by serological tests for histo- 
plasmosis, the results of the latter being positive in 130 
patients, in 33 of whom the diagnosis of cavitary histo- 
plasmosis was confirmed mycologically. The clinical 
picture and x-ray appearances were often indistinguish- 
able from those seen in tuberculosis. The skin and sero- 
logical tests were useful screening aids, but approxim- 
ately 25°%% of the patients with mycologically proved 
histoplasmosis were non-reactors to the skin test and 10% 
gave a negative reaction to the serological tests. Con- 
comitant infections with tubercle bacillus and Histo- 
plasma capsulatum were found in 20° of the cases studied, 
and this finding, it is suggested, may explain some of the 
so-called failures of chemotherapy in _ tuberculosis. 
Mycological studies in cases of chronic cavitary histo- 
plasmosis showed that H. capsulatum could often be 
isolated from the sputum by direct examination and 
culture. The authors stress that negative reactions to 
skin and serological tests do not exclude a diagnosis of 
histoplasmosis. I. Ansell 


117. Treatment of Chronic Bronchitis and Bronchiec- 
tasis with Intravenous Tetracycline. Results, as Judged 
by Studies of the Sputum and Tests of Pulmonary Function 
R. E. Fox, H. F. Dow ine, G. A. Saxton, and M. 
Me.topy. A.M.A. Archives of Internal Medicine [A.M.A. 
Arch. intern. Med.| 100, 11-17, July, 1957. 14 refs. 


Stimulated by investigations carried out in Holland 
and Great Britain, the authors gave 1 to 2 g. of tetra- 
cycline intravenously for 5 consecutive days to 10 
patients with purulent bronchiectasis and 5 with chronic 
purulent bronchitis at the Research and Educational 
Hospital, University of Illinois, Chicago, in an attempt to 
reduce the proportion of failures in the treatment of 
these chronic conditions with antibiotics given by 
mouth. Improvement was assessed by the disappear- 
ance of pus and pathogenic bacteria from the sputum, 
while in addition tests of vital capacity, timed vital 
capacity, maximum breathing capacity, arterial oxygen 
tension, and arterial-alveolar oxygen difference were 
carried out. 

Before treatment Haemophilus influenzae was isolated 
in 9 cases, pneumococci in 3, and B-haemolytic strepto- 
cocci in one, while no pathogenic organisms were isolated 
in 3 cases. After treatment the sputum of 10 patients 
was free from pathogenic bacteria (in addition to the 
3 who harboured no pathogens before treatment). Of 
the group with bronchiectasis the initial infection with 
pneumococci in one case and with H. influenzae in an- 
other was replaced by Staphylococcus pyogenes vat. 
aureus, with a 50°% reduction in sputum volume. In 
general, reduction of sputum volume ranged from 44 
to 97°%% and the average reduction was 62%. Timed 
vital capacity and maximum breathing capacity increased 
by 10° or more in all cases of bronchitis, but only in a 
few of bronchiectasis. Significant differences in the 
arterial oxygen tension and in arterial—alveolar oxygen 
difference were observed in 3 out of 5 patients tested. 
Side-reactions were confined to thrombophlebitis, some- 
times with a slight rise of temperature, but these symp- 
toms subsided quickly. One patient is reported to have 


maintained improvement on re-examination after 5 
months. 

Intravenous tetracycline therapy is recommended on 
the basis of these findings for cases of chronic respiratory 
infection when simpler measures have failed. 

K. Zinnemann 


118. The Use of Parenterally Administered Pancreatic 
Desoxyribonuclease as an Adjunct in the Treatment of 
Pulmonary Abscesses 

J. H. AyvaziaAn, A. J. JOHNSON, and W. S. TILLeTT. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 76, 1-21, July, 1957. .6 figs., 
25 refs. 


The authors of this report, from Bellevue Hospital 
(New York University College of Medicine), New York, 
review the evidence that deoxyribonucleoprotein “con- 
stitutes an important proportion of the purulent exudate 
in abscess of the lung, and report the results of parenteral 
administration of pancreatic deoxyribonuclease to 7 
patients with lung abscess. Their hope was that depoly- 
merization of deoxyribonucleic acid (DNA) would take 
place in the abscess and so lead to more rapid absorption 
and drainage of exudate and acceleration of healing. 
The enzyme was given intravenously and also intra- 
muscularly in doses of 11 mg. and 22 mg. respectively, 
this being repeated for 2 or 3 days. The usual medical 
measures were also employed, including the administra- 
tion of antibiotics and postural drainage, and enzyme 
therapy was not started until after the first week or two of 
routine hospital treatment. 

The physical changes seen in the sputum during and 
after therapy were a decrease in volume, decrease in 
purulent material, increase in mucoid content, and 
increase in viscosity. An increased concentration of 
deoxyribonuclease was demonstrated in the sputum in 
6 cases. Assays of DNA in the sputum showed qualita- 
tive and quantitative changes, and there is no doubt that 
the enzyme diffused into the sputum from the pulmonary 
lesion in significant amounts. The case reports of the 
7 patients, of whom 3 had chronic and 4 acute lung 
abscess, are described in detail. It was difficult to inter- 
pret the results of this therapy clinically, but the authors 
consider that the use of deoxyribonuclease shortened 
the patients’ clinical course, and in 6 of the cases acceler- 
ated regression of the lung lesion, as shown on serial 
radiographs. K. C. Robinson 


119. Pneumococcal Pneumonia Treated with Penicillin 
and Aspirin 

R. G. Perersporr, L. E. Curr, P. D. Hoepricn, F. T. 
Hopkins, and W. P. McCann. Bulletin of the Johns 
Hopkins Hospital [Bull. Johns Hopk. Hosp.| 101, 1-12, 
July, 1957. 6 figs., 15 refs. 


A controlled study was performed to evaluate the 
effectiveness of acetylsalicylic acid (aspirin) in alleviating 
the symptoms of acute pneumococcal pneumonia treated 
with penicillin. Although patients given aspirin appeared 
to have experienced more rapid improvement in a sense 
of well-being, appetite, cough and pleuritic pain during 
the first 24 hours than placebo-treated controls, there 
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was no detectable difference between the groups after 
ihe first day. The rate at which patients in both groups 
became asymptomatic was the same. The only untoward 
reaction to aspirin occurred in a patient with chronic 
-enal insufficiency and produced no serious consequences. 

The Type 3 pneumococcus was responsible for 50°% 


of the cases of pneumonia associated with detectable © 


yacteremia, and was found in 30% of the patients 
howing delayed resolution of the lung lesion. Gram 
ositive diplococcal bacteriuria was observed in 6 out of 
'6 cases in whom this examination was made. Recur- 
ence of fever was uniformly attributable to penicillin 
drug reaction.—[Authors’ summary. ] 


20. The Acute Effects of Smoking on the Mechanics 
of Respiration in Chronic Obstructive Pulmonary 
“mphysema 

H. Etcu, R. Gitpert, and J. H. AUCHINCLOss. 
American Review of Tuberculosis and Pulmonary Diseases 
‘Amer. Rev. Tuberc.) 76, 22-32, July, 1957. 1 fig., 
-6 refs. 


In a study of the effects of smoking on the mechanics 
of respiration carried out at the Upstate Medical Center 
(State University of New York), Syracuse, the air volume 
!:0w was measured with a pneumotachometer and the 
pressure recorded through a polyethylene tube and oeso- 
phageal balloon in 15 emphysematous patients and in 9 
l.ealthy control subjects before and after smoking one 
cigarette, all those taking part in the test being habitual 


smokers. Compliance was computed from one slow’ 


ceep inspiration starting from the end-expiratory 
position. 

The study showed that in 14 out of the 15 emphysema- 
tous patients there was a significant increase in airway 
resistance which averaged 2-0 cm. of water per litre per 
second (rising to 12 cm. H2O in one case), whereas no 
such change occurred in the control group; there were 
no significant changes in compliance in either group. 
The authors discuss the possible reasons for this increase 
in airway resistance, and conclude that reduction in the 
calibre of the bronchi, aggravated by the irritating effect 
of tobacco smoke, is the most likely explanation. 

K. C. Robinson 


121. Am Evaluation of the Ability of Intermittent 
Positive Pressure Breathing to Produce Effective Hyper- 
ventilation in Severe Pulmonary Emphysema 

J. H. CuLien, V. C. Brum, and W. U. Remr. American 
Review of Tuberculosis and Pulmonary Diseases {Amer. 
Rev. Tuberc. 76, 33-46, July, 1957. 23 refs. 


In a study carried out at the Veterans Administration 
Hospital (Albany Medical College), New York, the 
effect of intermittent positive-pressure breathing was 
investigated in 13 men with severe pulmonary emphy- 
sema (6 with carbon dioxide retention) and in 2 younger 
subjects with normal lungs, using a machine activated 
with either 60°%% oxygen or compressed air; the pressure 
on inspiration was 15 cm. of water, isoprenaline was 
given through the attached nebulizer, and the period of 
therapy lasted 15 minutes. The fully detailed results 
are tabulated. 
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Hyperventilation occurred in the 2 normal subjects, 
and the carbon dioxide tension fell. Only 5 of the 
patients hyperventilated, while hypoventilation occurred 
in 4, together with an increase in the carbon dioxide 
tension. Further studies with compressed air instead of 
oxygen on 6 of the patients showed that whereas inter- 
mittent positive-pressure breathing with oxygen some- 
times produced hypoventilation, this did not occur with 
compressed air. In those patients in whom hyperven- 
tilation occurred it was found that isoprenaline increased 
the efficacy of the procedure. The treatment was given 
to 2 of the patients 3 times a day for 4 to 7 days, but 
produced no significant changes in the arterial blood 
findings. As a further indication of the transient nature 
of the reduction in carbon dioxide tension produced by 
this form of treatment it was shown in one patient, 
who was continuously observed after conclusion of 
therapy, that the carbon dioxide tension returned to the 
pre-treatment level in 15 minutes. The authors express 
some scepticism of case reports in which recovery of 
emphysematous patients has been attributed to the use 
of intermittent positive-pressure breathing. 

K. C. Robinson 


122. Bronchial Adenoma. A Study of 60 Patients with 
Resections 

R. H. OverHoit, J. A. BouGas, and D. P. Morse. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 75, 865-884, June, 1957. 6 figs., 
37 refs. 


An analysis is presented of 60 cases of bronchial 
adenoma seen at the Overholt Thoracic Clinic, Boston, 
the first of which was successfully operated on in 1933, 
the patient being alive and well 23 years later. [For the 
clinical features, which are given in some detail in both 
tables and text, the original paper should be consulted.} 
In all cases thoracotomy was performed, the results of 
other forms of surgical treatment, particularly endoscopic 
removal, being in the authors’ view unsatisfactory. 
They state that bronchial adenoma, unlike bronchogenic 
carcinoma, is more common in females than males; in 
this series there were 33 females and 27 males. The 
predominant radiological features were those of atelec- 
tasis, of inflammatory infiltration, or of emphysema. 
In only 5 instances were peripheral “‘ coin ” lesions seen, 
while in 4 the radiograph was normal. A correct 
diagnosis was obtained by bronchoscopy in less than 
half the cases. 

In 58 of the patients the tumour was of the carcinoid 
type, and in only 2 was it described as cylindromatous. 
In 4 multiple lesions were present. Lymph-node involve- 
ment was seen in 8 cases, but in 2 of these it was con- 
sidered to be a direct extension of the tumour into the 
node. Of these 8 patients, 2 subsequently died from 


metastases, as did 3 other patients in the series. Pneu- 
monectomy was performed in 31 cases, lobectomy in 25, 
and segmental resection in one; 2 patients underwent 
bronchotomy and local excision and one a wedge 
resection. There were 12 deaths in the series; 5 from 
metastases, 4 from intercurrent and unrelated disease, 
and 3 postoperatively. 


W. P. Cleland 
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123. Streptococcus pyogenes in Acute Tonsillitis and 
Otitis Media. A Study from General Practice _ 

K. Hopckin. Lancet [Lancet]2, 514-515, Sept. 14, 1957. 
7 refs. 


The object of the investigation described herein was 
to determine the proportion of cases of acute follicular 
tonsillitis and acute otitis media in a general practice 
in which Streptococcus pyogenes was involved, as a guide 
to the use of penicillin in treatment. Throat swabs were 
taken from 83 patients with acute follicular tonsillitis and 
91 with acute otitis media; when otitis media was accom- 
panied by otorrhoea the discharge was also examined, 61 
pairs of swabs being taken. 

Strep. pyogenes was found in the throat of 60 out of 
the 83 patients with tonsillitis and 42 out of 91 with 
otitis media. These figures confirm the results of other 
surveys in general practice—namely, that in about two- 
thirds of the cases of acute follicular tonsillitis and in 
about a half of those of otitis media Strep. pyogenes is 
cultured from the initial throat swabs. Of the 61 cases 
of otitis media with otorrhoea, Strep. pyogenes was 
found in the throat alone in 12, in the aural discharge 
alone in 5, in both in 16, and in neither in 28. The 
author considers that coughing, nose blowing, and, in 
infants, vomiting play a large part in the development of 
acute otitis media, and that to reduce these mechanical 
factors children with catarrhal conditions should be kept 
indoors, especially during the winter. The frequent 
finding of Strep. pyogenes in these diseases strengthens 
the case for treatment with oral penicillin or sul- 
phonamides, resistance of this organism to penicillin 
being almost unknown. The author gives penicillin by 
mouth in about two-thirds of his cases of acute tonsillitis 
and otitis, unless there is no fever or only a limited local 
reaction. H. D. Brown Kelly 


124. Visual and Other Factors Influencing Caloric 
Nystagmus in Normal Subjects 

J. L. MAHONEY, W. L. HARLAN, and R. G. BickForD. 
A.M.A. Archives of Otolaryngology [A.M.A. Arch. Oto- 
laryng.| 66, 46-53, July, 1957. 4 figs., 12 refs. 


This paper from the Mayo Clinic deals principally 
with the variations in response to the caloric tests, which 
may make the results so inconsistent as seriously to 
diminish the clinical use of the method. No attempt is 
made to assess the influence of differences in temporal 
bone structure or in “the thickness of the tympanic 
membrane ”’; the authors are concerned only with the 
influence of cerebral factors—that is, the influence of 
such factors as fixation, concentration, and diversion— 
on caloric nystagmus. 

They used an electroencephalograph for recording 
results, with electrodes above and below each eye and 
at each canthus. The technique is clearly described. 


The caloric test used was a modified Kobrak test, that is, 
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‘with § ml. of water at 40° F. (4-4° C.) placed in one ear, 
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and was performed on selected normal subjects: (1) 
with fixation of object at 30-cm. distance; (2) with gaze 
at infinity; (3) with 15+ goggles, illuminated from the 
back; (4) in the dark with eyes open; and (5) with the 
eyes lightly closed. At intervals during the reaction 
period subjects were asked to close the eyes and do 
simple sums or spelling, or were ‘alerted’ by stimuli 
such as unexpected sounds, a pinch, or a blast of cold 
air on the skin. bia 

It was found that electrically recorded waves often 
appeared before clinical detection was possible. There 
was an inverse relationship between the amplitude and 
frequency. With fixation the nystagmus was fine, rapid, 
and regular, amplitude and frequency being “ stable ”’. 
With gaze at infinity there was some loss of stability in 
amplitude and frequency. With goggles, or the eyes 
open in the dark, frequency was further decreased and 
amplitude increased, but stability of both was poor 
and nystagmus was sometimes intermittent. These 
characteristics were further increased when the eyes 
were closed; sometimes nystagmus failed to appear 
unless the subject was stimulated or asked to concentrate, 
for example, on a simple sum. It seems, then, that 
nystagmus is facilitated by the two factors which con- 
sistently inhibit the alpha rhythm, namely, eye opening 
and alerting. The most probable explanation is that 
fluctuations are due:to changes in the excitability of the 
reflex arc. The diverting influence interferes with the 
function of the cortex, which holds nystagmus in check 
during eye closure only for as long as the subject’s 
attention is entirely directed to that end. 

F. W. Watkyn-Thomas 


125. Presbycusis 

M. SALTZMAN. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 66, 67-69, July, 1957. 1 fig., 
14 refs. 


The author accepts Hallpike’s view that recruitment 
depends on damage to the end-organ, with relatively 
intact ganglion cells and afferent nerve fibres. In pres- 
bycusis the predominant finding is atrophy of the spiral 
ganglion cells; where there is degeneration of cochlear 
epithelium, losses of hair and ganglion cells are closely 
parallel. Thus in presbyacusia there is typically no 
recruitment. When recruitment is present it is probable 
that the ganglion cells are unaffected and the deafness 
is due to hair-cell damage caused by noise, infection, or 
drugs. 

Fewer than 10° of subjects between the ages of 
60 and 80 show handicapping deafness, and cases of 
presbycusis occurring in middle life suggest a specific 
dystrophy, which may be nutritional or hormonal, with 
age and heredity as predisposing factors. 

F. W. Watkyn-Thomas - 
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‘26. Proteus Infection of Urinary Tract, with Special 
Reference to Treatment with Nitrofurantoin 

E. MIDDLETON. British Medical Journal (Brit. med. 
J] 2, 497-500, Aug. 31, 1957. 22 refs. 


The author has compared the effect of nitrofurantoin 
with that of twelve other antibiotics in the treatment, at 
St. Thomas’s Hospital, London, of -58 patients with 
' vrinary infection due to Proteus organisms, of whom 46 
lad complicating urinary factors. The urine was 
cxamined before, during, and after treatment and bac- 
\criological typing of the Proteus strains, including anti- 
totic sensitivity by the “* dried disk” technique, was 
carried out. 

Nitrofurantoin was administered in amounts of 5 to 8 
ig. per kg. body weight per 24 hours in divided doses, 
the mean duration of treatment being 7 days. It was 
found that 49 patients were infected with Proteus mira- 
Lilis, 3 with P. vulgaris, 2 with P. morganii, 3 with P. 
rettgeri, and one with a Providence strain. Each Proteus 
svecies had a different antibiotic spectrum, but all were 
sensitive to nitrofurantoin. 

The cure rates with nitrofurantoin, streptomycin, and 
a sulphonamide in comparable groups of patients were 
78, 43, and 23°%% respectively; nitrofurantoin was also 
the most effective drug in cases with complications. In 
11 cases nitrofurantoin was successful when previous 
treatment with other antibiotics had failed. The drug 
failed in 5 cases (4 with complications), but in all these 
cases the infecting organism was initially sensitive. In 
the series as a whole there was no close correlation 
between bacterial sensitivity in vitro and the results of 
therapy. In 2 cases nitrofurantoin had to be stopped 
because of severe vomiting. Pointing out the several 
defects of the sulphonamides, streptomycin, chloram- 
phenicol, and neomycin in the treatment of urinary 
infections the author concludes that nitrofurantoin is 
the drug of choice for repeated administration or long- 
term therapy and is worthy of further trial in a larger 
series of cases. Gerald Sandler 


127. Acute Renal Failure following Intravascular 
Haemolysis 

G. M. Buti, A. M. Joekes, and K. G. Lowe. Lancet 
[Lancet] 2, 114-117, July 20, 1957. 4 figs., 5 refs. 


The authors report 18 cases of renal failure associated 
with intravascular haemolysis. Of these, 13 followed 
blood transfusions, including 5 of known ABO incom- 
patibility, one of Kell incompatibility, 3 of known Rh 
incompatibility, and one in which the blood underwent 
haemolysis by being stored in the bone-bank at below 
freezing-point instead of the blood-bank. Of these 13 
patients, 8 died; 4 had been grossly overloaded with 
fluid elsewhere, one developed staphylococcal pyaemia 
following dialysis with the artificial kidney, one bled 
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from oesophageal varices during dialysis, presumably 
because of the necessary heparinization, another who 
was subjected to gastrectomy needed a subsequent opera- 
tion for ‘* burst abdomen ”’, while the remaining patient 
in this group was found at necropsy to have widespread 
carcinomatous metastases. The authors point out that 
the prognosis is poorer in the elderly than in the younger 
patients, but suggest that 5 of the deaths in this group 
might have been avoided. 

Of the remaining 5 cases of intravascular haemolysis, 
One was apparently due to contamination of transfused 
blood, one which followed a transfusion of compatible 
blood could not be explained, one occurred after delivery 
of an anencephalic monster, and one after splenectomy 
for nocturnal haemoglobinuria. The fifth case was 
probably one of blackwater fever; this last patient and the 
one delivered of an anencephalic monster were the only 
patients in this group to recover. L. Capper 


128. Gastrointestinal Hemorrhage in Uremia. Report 
of Two Cases of Massive Hemorrhage Resulting from 
Causes Other than Uremic Enterocolitis 
R. ScAceTrar, M. E. RusBINI, and W. H. MERONEY. New 
England Journal of Medicine [New Engl. J. Med.] 257, 
211-214, Aug. 1, 1957. 4 figs., 12 refs. 


129. The Value of Renal Biopsy 
J. H. Ross and I. P. Ross. Lancet [Lancet] 2, 559-565, 
Sept. 21, 1957. 6 figs., 17 refs. 


Renal biopsy with the modified Vim-Silverman needle 
is considered by the authors, working at the London 
Hospital, to be a safe and practicable procedure “ in 
expert hands” but to be unsuitable for general use. 
They were successful in obtaining a biopsy specimen in 
25 out of 26 cases. Complications such as backache, 
renal colic, and haematuria caused little trouble, although 
one patient with malignant hypertension and renal 
amyloidosis required blood transfusion because of a 
retroperitoneal haematoma. Biopsy was never per- 
formed in the presence of a haemorrhagic tendency, 
hydronephrosis, possible cystic changes, or neoplasm 
of the kidney; nor was it undertaken on patients with 
only one kidney. 

Amyloidosis, Type-II nephritis, and benign or malig- 
nant essential hypertension were not difficult to diagnose 
from biopsy material, but chronic pyelonephritis and 
chronic Type-I nephritis sometimes caused uncertainty. 
Biopsy specimens were, in fact, of limited value in diag- 
nosis, and full investigation by other methods was neces- 
sary. They were of prognostic value, however, in Type- 
II nephritis and were useful in determining the cause of 
hypertension and in assessing the state of the “‘ soun 
kidney. in cases of hypertension with unilateral renal 
disease. T. B. Begg 
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Endocrinology 


130. The Interrelation between Diabetes Mellitus and 
Diabetes Insipidus. (Les interrelations entre le diabéte 
sucré et le diabéte insipide) 

I. Pave, G. Ceausi, and O. GALACTION. Semaine des 
hépitaux de Paris [Sem. Hép. Paris] 33, 2341-2345, 
June 20, 1957. 4 figs., 27 refs. 


In this communication from the Cantacuzino Hospital, 
Bucharest, the authors discuss the clinical association of 
diabetes mellitus with diabetes insipidus, and describe 
4 cases in which the two disorders occurred together and 
3 in which there was a family history of both diabetic 
states. Of the first 4 cases, the diabetes mellitus preceded 
the diabetes insipidus in 3, while in the 4th patient the 
reverse occurred. The association of neurosyphilis with 
diabetes insipidus in one of the patients suggested the 
possibility of a diencephalic basis for the latter condition. 
In the patient in whom the diabetes insipidus appeared 
first bilateral pulmonary tuberculosis preceded the dia- 
betes, and the authors speculate on their correlation. 

The co-existence of diabetes insipidus and mellitus in 
the same family tree seems to indicate some genetical 
abnormality—possibly, the authors suggest, a hypothala- 
mic—pituitary disturbance—as being responsible for both 
conditions. The physiological implications of such an 
association are discussed. A primary defect in water 
metabolism, unrelated to osmotic diuresis, is suspected 
in diabetes mellitus. I. McLean Baird 


131. Problems in Diagnosis and Management of Func- 
tioning Parathyroid Tumors 

J. W. Gowvpzrener, J. P. Heaney, and M. J. Fair- 
WEATHER. Journal of the American Medical Association 
[J. Amer. med. Ass.| 164, 1054-1061, July 6, 1957. 
3 figs., 18 refs. 


In this paper from the Robert B. Green Memorial 
Hospital, San Antonio, Texas, the authors discuss the 
value of biochemical investigations in the diagnosis of 
parathyroid tumours and the role of surgery in treat- 
ment, and describe 3 illustrative cases presenting with a 
fairly typical clinical state and confirmed histologically. 
In view of the fact that the main action of the parathyroid 
hormone is to cause interference with the reabsorption 
of phosphates by the renal tubules, the most direct 
investigation is the estimation of renal tubular reabsorp- 
tion of phosphates. In 2 of the present cases this pro- 
cedure confirmed the diagnosis, but in the 3rd case the 
result was of doubtful value; the authors explain this 
failure by suggesting that in some cases the excretion of 
the hormone is intermittent, a view supported by the 
widely fluctuating serum calcium values in one of the 
cases. (In an addendum to the paper they report that 
they have seen 2 further cases, one with a tumour and 
the other without, in which the result of estimation 
of tubular reabsorption was not in keeping with the 
final diagnosis.) 


In the normal subject an intravenous infusion of 
calcium is followed by inhibition of secretion of para- 
thyroid hormone, this producing a fall in the phosphate 
excretion and hence a rise in the serum phosphate level. 
However, in cases of autonomous parathyroid tumour 
theoretically such changes should not occur. But in 2 
of the authors’ cases the serum phosphate level rose 
normally and in all 3 there was an immediate increase in 
phosphaturia. They conclude that the calcium infusion 
test does not seem to offer a clear-cut method of diagnosis. 
Again, after deprivation of dietary phosphate in the 
normal subject the serum phosphate level should be 
maintained, but this is not so in a patient with parathy- 
roid tumour. This test proved to be of value in one of 
the cases described, in which the phosphate level fell 
precipitously. The authors conclude that the relation- 
ship between the serum calcium and serum phosphate 
levels appears to be more complex than was previously 
thought. 

Discussing surgical technique, the authors stress the 
importance of having a bloodless field, pointing out that 
in one case it was only by achieving this that a small 
parathyroid tumour was seen embedded in the thyroid 
gland. They also emphasize the importance of a 
thorough examination of the mediastinum in the 2% of 
cases in which no tumour is found in the neck. In such 
explorations it is imperative to remove all the fatty 
tissue and to examine this microscopically, and a case 
is quoted in which tumour tissue was found only by 
such histological examination. A. Gordon Beckett 


THYROID GLAND 


132. Thyro-pituitary Relationships in Children with 
Cretinism and Hypothyroidism 

A. M. Georce, S. A. D’ANGELO, and K. E. PASCHKISs. 
Journal of Clinical Endocrinology and Metabolism {J. 
clin. Endocr. 17, 842-848, July, 1957. 11 refs. 


In studies here reported from Temple University 
School of Medicine and Jefferson Medical College, 
Philadelphia, on the effect of thyroid hormone on the 
serum level of thyroid stimulating hormone (T.S.H.) 
estimations of this hormone were made, using the “ stasis 
tadpole ” method of assay, on 3 euthyroid patients aged 
9 days, 3 months, and 7 years respectively, and on 5 
hypothyroid patients varying in age from 5 months to 
114 years. Normal serum T.S.H. activity was found in 
the euthyroid patients, even though the baby aged 9 days 
had a serum protein-bound iodine level of 10-5 yg. per 
100 ml. 

The findings in the hypothyroid patients varied con- 
siderably. T.S.H. could not be detected before therapy 
in one patient, an athyreotic cretin who had been un- 
treated for 11 years, but after 6 months of thyroid therapy 
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marked T.S.H. activity was demonstrated, and after a 
further 5 months’ treatment the T.S.H. level was return- 
ing to euthyroid levels. Another cretin, aged 7 months, 
had a very high T.S.H. level both before and after thyroid 
therapy, while a third cretin, aged 5 months, with a high 
pre-treatment T.S.H. level showed complete absence of 


f T.S.H. activity after treatment with triiodothyronine; 
- but the T.S.H. level of a similar patient given identical 
B ‘reatment remained high. It is concluded that these 
3 findings do not confirm the indirect physiological evi- 
r dence on which it has been suggested that a reciprocal 
2 ‘elationship exists between the hormone output of the 
€ dituitary and thyroid glands. R. M. Todd 
n ~ 
n - :33. Clinical-pathologic Study of 76 Cases of Re- 
5. current Graves’ Disease, Toxic (Non-exophthalmic) 
1e Goiter, and Nontoxic Goiter 
ye 4. J. Spyutr, W. D. Warren, and L. V. ACKERMAN. 
y- American Journal of Clinical Pathology {Amer. J. clin. 
of Path.] 27, 367-392, April, 1957. 20 figs., 43 refs. 
ll Writing from Barnes Hospital (Washington University 
n- jchool of Medicine), St. Louis, the authors review the 
ite -linical and pathological findings in 76 patients (66 female, 
ly .0 male) suffering from exophthalmic goitre (Graves’s 
lisease), toxic goitre (without exophthalmos), or non- 
he ‘oxic goitre, of whom 71 had undergone thyroidectomy 
lat on 2 or more occasions, while residual thyroid tissue 
all following thyroidectomy was obtained at necropsy 
vid from 5 others. In no case was the interval between 
a operations, or between operation and necropsy, less than 
of 3 months. 
ich They could find no evidence from a study of the his- 
tty tology of the specimens from these cases of a transition 
ase from hyperplasia of the thyroid gland to struma lym- 
by ff phomatosa (Hashimoto’s disease), chronic thyroiditis, 
t or Riedel’s struma. Employing rigid histological 
criteria (which are specified) they found only one un- 
coubted case of struma lymphomatosa, but changes 
resembling those characteristic of this disease were found 
in 7 other cases—2 of exophthalmic goitre, 2 of toxic 
with adenoma, and 3 of non-toxic adenoma. The main points 
which distinguished these cases from true struma lym- 
KIS. phomatosa were the different stages of involution and the 
UU. lack of diffuse oxyphilic change in the follicular epi- 
thelium. It was thought that the changes in these cases 
: were due to exhaustion atrophy. : 
rsity Lymphoid elements were seen with almost equal fre- 
lege, quency in first, second, and third specimens in the 
the majority of cases. No apparent explanation for their 
»-H.) presence was found and no correlation with the clinical 
tasis @ features was noted. Oxyphilic cells (Hiirthle cells) 
aged appeared to be non-specific unless the gland was diffusely 
on 5 involved, a condition found in struma lymphomatosa. 
18 (0 Bf No special histological features distinguished cases with 
ce eye signs from those without. D. G. Adamson 
. per 134. Measurement of the Active Iodine Stores and Daily 
Hormonal Output of the Intact Human Thyroid 
con- J. H. Nopine, B. J. CHANNICK, S. SoxHos, S. D. TASSONI, 
erapy @ and W. H. Perworr. Journal of Clinical Endocrinology 
un- and Metabolism [J. clin. Endocr. 17, 832-841, July, 1957. 
erapy @ | fig., 20 refs. 
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135. Deaths Associated with Steroid-hormone Therapy. 
An Analysis of 18 Cases 
K. D. ALLANBY. Lancet [Lancet] 1, 1104-1110, June 1, 
1957. Bibliography. 
The author has studied the possible role of cortisone 
or corticotrophin in the deaths of 18 patients receiving 
these hormones at Guy’s Hospital, London. In 7 cases 
death was due to infection, in 3 to intestinal haemor- 
rhage, and in 3 to intestinal perforation. Several of the 
patients’ case histories are presented, together with a 
short discussion. In the author’s opinion, steroid 
therapy was directly responsible for 11 deaths and 
probably hastened death in 3 more cases. In the 
remaining 4 cases steroid therapy was not held responsible, 
At least 5 of the 11 patients whose death was attributed 
to steroid therapy were suffering from diseases usually 
fatal, and others were seriously ill before therapy began. 
It is emphasized that patients receiving steroid hormones 
require larger doses during periods of increased stress in 
order to avert adrenal failure. J. Warwick Buckler 


136. Maintenance of Adrenal Cortical Responsiveness 
during Prolonged Corticoid Therapy. Evaluation of 
Intermittent Administration of Repository Corticotropin 
Injection 

I. I. Younc, V. De Fivippis, F. L. Meyer, and W. Q. 
Wo rson. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 100, 1-10, July, 1957. 
3 figs., 23 refs. 


At Wayne State University College of Medicine, 
Detroit, the authors have investigated the possibility of 
preventing the depression of adrenal function caused 
by the suppression of secretion of endogenous corti- 
cotrophin which occurs during the therapeutic adminis- 
tration of adrenal 17-hydroxycorticosteroids (17-HCS). 

The study was carried out on 16 patients suffering from 
rheumatoid arthritis, disseminated lupus erythematosus, 
or bronchial asthma, of whom 14 were given hydrocorti- 
sone or prednisone for 5 or 6 days per week and a 
potent repository corticotrophin preparation (corti- 
cotrophin gel) every 7th day, while the other 2 received 
corticoid therapy on 5 days of the week and the corti- 
cotrophin gel on the 3rd and 7th days, the dosage of 
steroid being adjusted to each patient’s therapeutic 
requirements. The basal adrenal activity was deter- 
mined by the 24-hour urinary excretion of 17-HCS, 
estimated as a butanol-extractable phenylhydrazine- 
reactive material, using a modification of the Reddy 
technique. Before the test was begun adrenal respon- 
siveness was evaluated in each subject by giving 100 
units of purified corticotrophin intramuscularly and 
determining the eosinophil response at 8 hours and the 
rise in 17-HCS excretion above the basal level in the 
24 hours following injection. Previous work had shown 
that normally a fall in the eosinophil count of more than | 
60% and a rise of 19-6 mg. from the basal excretion of 
17-HCS might be expected. In the present study results 
were classified as “‘ hyper-response ” or “ hypo-response ”’ 
and the latter might be moderate or severe and temporary . 
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or permanent. During the study the stimulating doses 
of repository corticotrophin were used for the test and 
corticoids withdrawn in the 48-hour period, during 
which time two 24-hour collections of urine were made. 
All subjects were observed during a control period of 
corticoid therapy, as an earlier study on 4 other subjects 
had shown that prolonged administration of steroids 
did not render them unresponsive. 

Of the 4 patients who received 100 units of cortico- 
trophin gel in addition to the suppressive corticoids for 
6 to 22 weeks, 3 were unresponsive at the end of the 
combined therapy and the 4th, who was responsive at 4 
weeks, became unresponsive at 6 weeks. Of the 5 sub- 
jects who received 200 units of corticotrophin gel, 3 
remained in a responsive state, one could not be main- 
tained thus but was restored to it after daily injections of 
100 units of corticotrophin gel for 5 days, and one could 
be kept responsive+by giving 320 units weekly. Both 
the patients who received 100 units of corticotrophin gel 
twice weekly remained in a responsive state. In the 
remaining 5 patients an attempt was made to restore the 
adrenal responsiveness after its suppression during corti- 
coid therapy; in 2 of these cases a dose of 200 units 
weekly was not successful, but 100 units daily for 3 days 
was effective. The other 3 showed Grade-I hypo- 
responsiveness, in that whereas they did not respond to a 
single injection of 100 units of corticotrophin gel, they 
did respond to 200 units of this substance given a week 
previously. Again administration of 100 units daily for 
3 days restored responsiveness. 

The authors conclude that the administration of 200 to 
320 units of corticotrophin gel weekly concurrently with 
corticoids will prevent temporary absolute hypo- 
responsiveness of the adrenal glands, but cannot restore 
responsiveness once that state has developed during pro- 
longed corticoid therapy. B. M. Ansell 


137. Evaluation of Adrenocortical Function with Intra- 
muscular Injection of ACTH Gel 

V. De Fiuippis and I. I. YouNG. The New England 
Journal of Medicine [New Engl. J. Med.| 257, 1-6, 
July 4, 1957. 1 fig., 10 refs. 


In this study of adrenocortical function, reported 
from Wayne State University College of Medicine, Detroit, 
the authors were concerned largely with the problems of 
apparent resistance to exogenous ACTH (corticotrophin). 
In the tests described 100 units of a high potency ACTH- 
gel was given intramuscularly, and the criterion of 
response was the rise in urinary 17-hydroxycortico- 
steroid excretion. Previous studies had shown that this 
is normally 13-8 mg. for adult males and 10 mg. for 
females in the 24 hours. 

In 32 control subjects in the present study there was a 
mean rise in hydroxysteroid excretion of 19 mg. (range 
5-5 to 39-4 mg.). In the steroid-induced unresponsive- 
ness of patients who had received long-term corticoid 
therapy no rise in 17-hydroxysteroid excretion occurred 
until the second or third day. In 2 out of 3 cases of 
Cushing’s syndrome the rise was well above the normal. 
A patient with panhypopituitarism who had been main- 
tained for 3 years on ACTH had a normal response to the 


test, but only 3 out of 5 patients with myxoedema 
responded normally. 

The authors have encountered only 5 cases of appar- 
ently inadequate response in otherwise normal subjects. 
Two of these were found to be due to the use of ACTH 
of low potency, while acquired unresponsiveness to 
two types of ACTH was demonstrated in a third case. 
It is suggested that the intramuscular test is comparable 
in reliability to the intravenous test, provided that 
material of established potency is used. C. L. Cope 


138. Hyperaldosteronism and Cirrhotic Ocedema. 
Action of Prednisone. (Hyperaldostéronisme et oedémes 
cirrhotiques. Action de la 4-cortisone) 

P. Vestn, C. Jacquter, E. E. BAULIEv, and R. CATTAN. 
Bulletins et mémoires de la Société médicale des hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris| 73, 383-397, May 3, 
1957. 2 figs., bibliography. 


In this paper from the Hépital Saint-Antoine, Paris, 
brief clinical details are given of the treatment with 
prednisone (deltacortisone) of patients suffering from 
cirrhosis with ascites. In one patient with marked 
sodium retention and poor urinary output aldosterone 
excretion was at the high level of 20 wg. a day. Treat- 
ment with prednisone resulted in an immediate increase 
in urinary volume, the excretion of a large amount of 
sodium, and the return of aldosterone excretion to nor- 
mal (5 yg. a day) within 3 days. The ascites had dis- 
appeared by the 27th day of treatment. However, the 
2 other patients, who also had sodium retention and a 
low urinary volume, did not respond to similar treatment 
and their urinary output of aldosterone remained un- 
altered at 20 wg. a day. . A fourth cirrhotic patient, with 
moderate ascites and little sodium retention, had a 
normal urinary aldosterone excretion. [The effect of 
prednisone in this case is not described.] 

The authors review the recent literature on aldosterone 
and conclude that prednisone does not directly inhibit 
the secretion of aldosterone or favour the elimination of 
sodium, but acts indirectly by bringing about changes in 
the volume and distribution of the interstitial fluid. 

M. Lubran 


‘DIABETES MELLITUS 


139. The Vascular Complications of Diabetes Mellitus. 
A Clinical Study 

J. W. BryFoGie and R. F. BRADLEY. Diabetes [Dia- 
betes] 6, 159-167, March-April, 1957. 5 figs., 43 refs, 


Because the most important consequences of dia- 
betes mellitus today are vascular complications the 
authors have examined 394 diabetic patients admitted 
to the New England Deaconess Hospital, Boston, for 
signs of: (1) diabetic retinitis; (2) diabetic nephropathy, 
taking persistent unexplained albuminuria greater than 
60 mg. per 100 ml. of urine as presumptive evidence; (3) 
peripheral vascular disease manifested by visible lesions 
or intermittent claudication; and (4) arteriosclerotic 
heart disease. The ages of the patients ranged from less 
than 20 to over 80 years and the average duration of the 
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diabetes was about 10 years. [Criteria for onset are not 
given.] 

Evidence of vascular disease was found in 195 cases 
(49-5%), a number of patients having more than one 
type of lesion. The separate incidences were as follows: 
retinitis 389%; arteriosclerotic heart disease 189%; peri- 
nheral vascular disease 16%; and nephropathy 10°%. 
in respect of arteriosclerotic heart disease and peripheral 
vascular disease the incidence was correlated with age, 
whereas for retinitis and nephropathy the incidence 
depended upon the duration of the disease: thus the 
incidence of diabetic retinitis was 3-3°% among cases of 
ciabetes of up to 5 years’ duration, but increased to 85°% 
mong cases of over 25 years’ duration. Nephropathy 
was diagnosed in 18-5°%% of patients with diabetes of 10 
to 15 years’ duration and in 24% of cases of over 15 
years’ duration. W. J. H. Butterfield 


140. Glucose Utilization and Lactate Production by 
leucocytes of Patients with Diabetes Mellitus 

M. E. Dum. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol. 
(V. Y.)] 95, 571-574, July, 1957. 2 figs., 14 refs. 


In a study carried out at New York University—Bellevue 
Medical Center, New York, suspensions of leucocytes in 
yiasma were obtained from 13 fasting and non-fasting 
healthy individuals and from 9 fasting diabetic patients 
v ho had received no insulin for at least 24 hours, and the 
utilization of glucose and production of lactate deter- 
mined after the addition of ascorbic acid and glucose in 
varying amounts. 

It was found (thus confirming the report by Martin 
e! al. (J. clin. Invest., 1953, 32, 1171)) that the rate of 
giucose utilization by the leucocytes was significantly 
lower in the diabetic patients than in both groups of 
normal subjects. Non-fasting, . non-diabetic subjects 
tended to show a higher rate of glucose uptake than the 
fasting group, but the difference was not statistically 
significant. In approximately three-quarters of the 
determinations on leucocytes from diabetics and one- 
half of those from non-diabetic subjects glucose utiliza- 
tion was increased by the addition in vitro of insulin 
(up to 0-5 unit per ml.). Lactate production did not 
differ significantly between the groups and was un- 
affected by insulin added in vitro. F. W. Chattaway 


141. Comparison of the Hyperglycemic Effects of Glu- 
cocorticoids in Human Beings. The Effect of Heredity 
on Responses to Glucocorticoids 

K. M. West. Diabetes [Diabetes] 6, 168-175, March— 
April, 1957. 5 figs., 4 refs. 


The effects of cortisone, prednisone, and prednisolone 
on the response to a glucose tolerance test were investi- 
gated successively, on alternate days, in 39 healthy, non- 
diabetic subjects aged 18 to 47 of whom 17, mostly 
women, had however a family history of diabetes. 
Each steroid was administered orally 84 and again 2 
hours before 1-75 g. of glucose per kg. body weight was 
taken by mouth. Venous blood for sugar estimation 
by the Somorgyi—Nelson method was withdrawn 2 hours 
after giving the glucose. The author states that separate 
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testing showed that the order in which the steroids were 
given (not always at random) was without influence on 
the results. 

The mean 2-hour blood sugar level in control tests was 
80 mg. per 100 ml., after administration of 50 mg. of 
cortisone acetate it was 109 mg. per 100 ml., after 10 mg. 
of prednisone it was 127 mg. per 100 ml., and after 
10 mg. of prednisolone it was 124 mg. per 100 ml. The 
values for blood sugar levels after prednisone and pred- 
nisolone were significantly higher (P>0-025) than after 
cortisone acetate. Further similar tests on 14 of the 
subjects showed no significant difference between the 2- 
hour blood sugar level after pre-treatment with 40 mg. of 
hydrocortisone (mean 145 mg. per 100 ml.) and that after 
10 mg. of prednisone (mean 137 mg. per 100 ml.). 

Comparison of two age-matched groups, one with and 
one without a family history of diabetes, showed that the 
former had a significantly higher 2-hour blood sugar 
level after prednisolone and prednisone (P>0-02). [Un- 
fortunately females predominated in the group with a 
family history of diabetes, whereas males predominated 
in the group without such a history.] Preliminary results 
of similar studies on 10 sets of identical twins showed 
that the two members of each pair gave strikingly similar 
responses to the tests. W. J. H. Butterfield 


142. Further Contribution to Study of the Mechanism of 
the Hypoglycaemic Action of the Sulphonamides 
(Ulteriore contributo alla conoscenza del meccanismo 
dell’azione ipoglicemizzante delle sulfaniluree. Richer- 
che comparative tra carbutamide e tolbutamide) 

P. LarizzA, F. GRIGNANI, and P. BRuNeTTI. Minerva 
medica [Minerva med. (Torino)] 48, 2359-2373, July 11, 
1957. 9 figs., 39 refs. 


The metabolic effects of carbutamide and tolbutamide 
were studied at the University of Cagliari, Sardinia, in 
rats given a standard diet plus 20°% saccharose. The two 
compounds were given intraperitoneally at a dosage 
comparable to that employed clinically, namely, 100 mg. 
per kg. body weight for 30 and 60 days respectively. 

The treated animals gained in weight, and no changes 
in blood morphology were observed. Blood sugar levels 
in the controls reached abnormally high values, whereas 
those in treated animals showed no more than physio- 
logical oscillations. Initially both drugs produced 
hypoglycaemic effects, but these were later replaced by 
an anti-hyperglycaemic action as the experiment con- 
tinued. No significant difference was noted between the 
glycaemic action of carbutamide and tolbutamide. 
Blood pyruvic acid levels at the end of 30 days were lower 
in the treated animals than in the controls, but after 60 
days this difference had disappeared. Lactic acid levels 
decreased steadily throughout the period of treatment, 
much more so with carbutamide than with tolbutamide, 
the effects of the latter appearing only after some time. 
The amount of tissue glycogen increased, particularly 
in the kidney and in the heart muscle, when these tissues 
were examined after 30 days. After 60 days the effect 
could no longer be observed. Total plasma lipid levels 
showed no change, but phospholipid levels rose sharply 
up to 30 days but fell again after 60 days’ administration. 
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The blood level of cholesterol, both in its free and esteri- 
fied forms, diminished at first; however, after 60 days 
the free cholesterol level rose above the initial figure, while 
the ester fraction continued to fall. The authors suspect 
that this may be the first sign of liver damage. Tolbuta- 
mide had less pronounced effects on cholesterol metabol- 
ism than carbutamide. The total liver fat content was 
found to be reduced at the end of 60 days’ treatment, 
though not after 30 days. The amount of ketone sub- 
stances in the blood diminished steadily as treatment 
proceeded. 

From these observations the authors conclude that 
the metabolic effects of sulphonamides do not diminish 
with prolonged administration in controlled doses, and 
that such effects are sufficiently like those of insulin to 
warrant the assumption that they are due either to elec- 
tive stimulation of insulin production by the f cells of 
the pancreas or to control of the insulin-release mechan- 
ism. In either eventuality continued use of these 
drugs might lead to exhaustion of the systems involved 
and for this reason they recommend that dosage be kept 
at a minimum and perhaps be occasionally interrupted. 
This view is supported by the finding that high dosage 
schedules showed diminishing effectiveness over a period. 
The differences in action between carbufamide and tol- 
butamide were of minor degree and mainly quantitative, 
although carbutamide is thought to be slightly more 
effective than tolbutamide on an experimental basis. 
Finally, the authors suggest that the use of sulphonamides 
in the treatment of mild and moderate diabetes is more 
** physiological ” than substitution therapy with insulin, 
since they apparently stimulate the natural production of 
insulin. Max Mayer 


143. Tolbutamide in Diabetes. Some Clinical and Bio- 
chemical Studies 

M. F. Crow ey, F. W. Woxrr, and A. BLoom. British 
Medical Journal (Brit. med. J.] 2, 327-331, Aug. 10, 1957. 
2 figs., 19 refs. 


A selected group of 42 diabetic patients have been 
treated with tolbutamide at the Whittington Hospital, 
Loncon. The majority had received no previous treat- 
ment, but 2 were already receiving insulin and 12 had 
been inadequately controlled by diet alone. In all cases 
the effect of a diet containing 150 to 220 g. of carbo- 
hydrate, supplying 1,500 to 2,200 Cal., was tried for at 
least one week before starting treatment with tolbutamide 
in doses of from 2 to 3 g. daily. The response was good 
in 30 patients (719%), but poor in the remaining 12, all 
of whom had acetonuria. After 6 weeks’ treatment with 
tolbutamide all 30 who had improved were given dummy 
tablets; in only 7 cases did the diabetic condition 
deteriorate, and 6 of these patients subsequently im- 
proved when tolbutamide was reinstituted; relapse has 
not occurred so far in the other 23. 

Plasma tolbutamide levels tended to be highest between 
4 and 6 hours after each dose, and to be undetectable 
24 hours afterwards. No constant effect on the plasma 
levels of amino-acid nitrogen or inorganic phosphorus 
was found in patients who improved, and the absence 
of such changes is taken to indicate that tolbutamide 


does not act in the same way as insulin by increasing 
glucose uptake, nor yet by stimulating the secretion or 
inhibiting the destruction of insulin. Since only one 
of the 18 newly diagnosed cases relapsed after dis- 
continuation of the drug it is suggested that, probably 
because of the reduction of the strain on the surviving 
B cells in the islets of Langerhans, recovery in insulin 
secreting function is encouraged. The mechanism of 
action of the drug is discussed. No toxic effects were 
observed, and there was no undue tendency to put on 
weight. Kenneth Gurling 


144. On the Action of BZ-55 and D-860 in Pan- 
createctomized Dogs ~ 

P. ScCHAMBYE. Diabetes [Diabetes| 6, 146-150, March- 
April, 1957. 2 figs., 6 refs. 


Investigation of the action of two hypoglycaemic 
sulphonamides at a pharmaceutical research laboratory 
in Copenhagen showed that the diabetes of 4 pancrea- 
tectomized dogs could be adequately controlled only by 
giving insulin and ‘* BZ-55 ” (carbutamide) together and 
not carbutamide alone. It is concluded that for hypo- 
glycaemic effect carbutamide needs the presence of insulin, 
In further studies it was found that the continuous 
administration of carbutamide to these dogs, in doses some 
4 to 6 times greater than those used clinically, was asso- 
ciated with a pronounced fall in the blood prothrombin 
and serum albumin levels. Post-mortem examination 
revealed fatty degeneration of the liver and evidence of 
lipoid nephrosis in those animals. The effects of 
“D 860” (tolbutamide) were essentially similar. 

W. J. H. Butterfield 


145. The Toxic Effect of Carbutamide (BZ-55) in Diabetic 


Dogs 
A. Sirex, O. V. Srmex, and C. H. Best. Diabetes 
[Diabetes] 6, 151-153, March-April, 1957. 2 figs. 
5 refs. 


As a consequence of the observation that a Houssay 
(hypophysectomized, depancreatized). dog which had 
been maintained with 1 g. of “‘ BZ-55”’ (carbutamide) 
daily for 35 days began to bleed and bled continuously 
for 3 days after venepuncture (dying on the 40th day in 
spite of treatment) the authors, working at the University 
of Toronto, have studied the prothrombin clotting times 
(by Quick’s method) in 2 depancreatized adult: dogs 
given carbutamide in a dose of 0-75 to 1 g. per day for 
63 days and in 2 depancreatized puppies given this drug 
for 37 days. 

The tabulated results show that the prothrombin 
levels of all these animals were lower than those of nor- 
mal dogs and of 3 depancreatized control animals. The 
two puppies were found dead after 40 and 42 days 
respectively, and one of the adult dogs after 64 days, and 
although the immediate cause of death could not defi- 
nitely be determined, post-mortem examination of all 4 
dogs left little doubt that the accumulation of fat found 
in the liver was beyond physiological limits. The 
authors consider it unlikely that malnutrition played any 
part in the death of these animals since none of them were 
losing weight during treatment. W.J. H. Butterfield 
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‘46. Lesions of the Connective Tissue of Clinically 
Healthy Skin in Rheumatic Fever. A Study of Patho- 
genesis. (Les lésions du conjonctif dermique clinique- 
irent sain au cours de la maladie de Bouillaud (essai 
athogénique)) 

Bouissou. Archives frangaises de pédiatrie [Arch. 


_ frang. Pédiat.) 14, 241-260, 1957. 30 refs. 


In this study reported from the Children’s Medical 
Clinic, University of Toulouse, skin biopsies were taken 
from the front of the thigh under local analgesia from 
13 children aged 44 to 154 years who were suffering 
from acute rheumatic fever. In most cases the samples 
were taken during the first 3 weeks after admission to 
hospital, while the children were receiving treatment with 
cortisone and penicillin; in all cases the area of skin 
taken was Clinically unaffected. 

After reviewing the well-known skin manifestations 
© rheumatic fever and their histology, the author 
describes the occurrence, in these apparently unaffected 
areas, of fibrinoid swelling, with local disappearance of 
reticulin fibrin, and fibrinoid degeneration. These 
changes, which were found in 13 out of the 18 cases, 
were sometimes accompanied by cellular infiltration in 
the neighbourhood of blood vessels, which themselves 
showed some intimal or medial proliferation or hyaliniza- 
tion. It was noted that the changes were more marked 
in patients with long-standing disease who had had 
several recurrent attacks. [No illustrations of the lesions 
are Offered.] E. G. L. Bywaters 


147. Hereditary and Environmental Factors in the 
Pathogenesis of Rheumatic Fever 

E. F. DiamMonp. Pediatrics [Pediatrics] 19, 908-915, 
May, 1957. 1 fig., 29 refs. 


This paper from La Rabida Sanitarium, Chicago, 
reports a study of the families of 314 patients admitted 
with rheumatic fever during a 5-year period (1950-4). 
{It is stated that at this hospital “‘ the average annual 
admissions for rheumatic fever number approximately 
250 ”’ but it is not made clear on what basis the selection 
of cases for this investigation was made.] Miultiple 
hospital and home interviews were carried out, the 
presence of rheumatic fever in relatives being ascertained 
by physical examination, study of hospital records, or, 
in ‘* well known cases ”’, by parental statements. 

A comparison of 157 families in which one or both of 
the parents had a history of rheumatic fever with 157 in 
which the parents were apparently unaffected showed 
that there was a past or present history of rheumatic 
fever in 49% of the children in the former group as. 
against 38°% in the latter; when the index cases were 
excluded the figures were 31% and 16% respectively. 
This familial factor was shown much more clearly when 
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21 “ positive-parent ” families with 4 or 5 children were 
compared with 21 “‘ negative-parent”’ families of the 
same size. Excluding the index cases the proportions 
of children with rheumatic fever in these two groups were 
30% and 11% respectively. 

The effect of environment was shown by dividing the 
families into four graups on the basis of socio-economic, 
housing, and nutritional factors, those in the poorer 
groups containing a significantly higher proportion of 
children with rheumatic fever. However, in each of the 
groups there was a greater incidence in the families with 
a positive parental history. 

The recessive-gene hypothesis of the transmission of 
susceptibility to rheumatic fever proposed by Wilson 
et al. was tested by comparing the incidence of rheuma- 
tism in families of various mating types in which there 
was a positive rheumatic trait with that to be expected 
on the basis of the hypothesis. Agreement was obtained 
in families in which both parents had a positive personal 
or family history, but there was no agreement when 
only one parent had such a history. E. G. L. Bywaters 


148. Steroid Therapy for Rheumatic Fever 
C. M. McCue. Journal of Pediatrics [J. Pediat.) 51, 
255-261, Sept., 1957. 7 refs. 


Since 1950, 94 children with rheumatic fever have been 
treated with cortisone or other adrenal hormones at the 
Medical College of Virginia Hospitals, Richmond. 


During the first 4 years 24 selected patients were treated 


with hormones. Relatively small doses were used and 
the duration of treatment was about 3 weeks, but there 
was no fixed schedule of dosage. No definite criteria 
were adopted for the choice of patients for hormone 
treatment, though it was reserved mainly for early cases 
and those with severe heart disease. From 1954 on- 
wards treatment was more carefully planned: 45 patients 
were given 200 mg. of cortisone daily for 14 days, 17 
were given 300 mg. of cortisone for 21 days, and 8 were 
given 60 mg. of prednisone for 21 days. All 3 groups 
continued with steroid treatment in diminishing doses 
for a total of 61 days. While at one stage all cases of 
rheumatic fever received hormone therapy, it was later 
restricted to those with carditis; the four groups are 
therefore not comparable. No control subjects were 
observed. 

Of the children given hormones, 8 died during treat- 
ment and 3 others after its conclusion. The author cal- 
culates on the basis of his past experience of rheumatic 
fever without hormone treatment that its introduction 
has reduced the incidence of cardiac sequelae by about 
one-half. However, toxic symptoms were common 
(and included ascites in 6 cases), being seen most often in 
children receiving the largest doses of hormones. 

[This paper contributes little new information, and in 
view of the lack of comparability of the groups and the 
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paucity of the clinical details provided in the paper no 
conclusions can be drawn about the relative efficacy of 
the four treatment schedules employed.] 

John Lorb.- 


149. The Response of Rheumatic and Non-rheumatic 
Children to Streptolysin O Concentrate 

R. W. Quinn. Journal of Clinical Investigation [J. clin. 
Invest.) 36, 793-802, June, 1957. 4 figs., 23 refs. 


An investigation was carried out at the Vanderbilt 
University School of Medicine, Nashville, Tennessee, to 
determine whether or not patients who have had rheu- 
matic fever respond differently to the injection of strepto- 
coccal antigens from those with no rheumatic history. 
For the purposes of this experiment a concentrated 
preparation of streptolysin O was prepared which con- 
tained only smal amounts of streptokinase and no 
demonstrable hyaluronidase. 

Three groups of children were studied: (1) 20 rheu- 
matic subjects, average age 10-8 years, who had had no 
recent upper respiratory infection and whose rheumatic 
disease appeared to be inactive; these were given intra- 
muscular injections of streptolysin O (graded according 
to age) the level of streptococcal antibodies in the blood 
being measured before the injection and 3 weeks later; 
(2) 55 non-rheumatic children, average age 10-8 years, 
on whom similar observations were made; and (3) 45 
non-rheumatic children, average age 11-8 years, who 
were used as controls to determine the spontaneous 
variation in antibody level; 32 of this last group had 
evidence of an upper respiratory infection during the 
month preceding or the 3 weeks following the initial 
observation. 

The initial mean antistreptolysin-O titre in Group 1 
was 158 combining units compared with 12 units in 
Groups 2 and 3 combined. Three weeks after the 
injection of streptolysin the mean level in Group | had 
risen to 221 units, 5 children showing no rise and only 
5 a rise of 2 or more dilutions in the system used. In 
Group 2 the mean titre rose to 135 units, 29 showing no 
rise and only 7 a rise of 2 or more dilutions. Of the 
children in Group 3, 33 showed no change in titre, 7 a 
rise of one dilution, 4 a fall of one dilution, and one a fall 
of 2 dilutions. Six of the rheumatic and one of the non- 
rheumatic children had severe local and systemic reactions 
to the injection, but there was no evidence of reactivation 
of rheumatic fever. There was no significant rise in the 
antistreptokinase or antihyaluronidase titres in either 
of the groups receiving the antigen. 

The difference in response between the rheumatic and 
non-rheumatic children was not statistically significant, 
although it is clear that, as a group, the rheumatic 
children tended to react more severely and to have a 
greater antistreptolysin-O response to the intramuscular 
injection of streptolysin than the control subjects. 

C. Bruce Perry 


150. Disseminated Lupus Erythematosus Simulating 
Acute Rheumatic Fever. A Case Report 
H. C. Merepitu. Virginia Medical Monthly [Va. med. 


Mon.) 84, 449-450, Sept., 1957. 11 refs. 
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151. The Morphology of the Disturbance of Protein 
Metabolism in Felty’s Syndrome. (Zur Morphologie der 
beim Felty-Syndrom) 

R. Zeitschrift fiir Rheumaforschung [Z. 
Rheumaforsch.] 16, 129-145, June, 1957. 30 refs. 


At Barmbek General Hospital, Hamburg, 2 fatal cases 
of Felty’s syndrome were histologically investigated. In 
both cases a generalized plasmocytic hyperplasia of the 
lymph nodes and, to a lesser degree, of the liver was 
found. In addition, intra- and extracellular protein 
deposits, usually in the form of droplets, were demon- 
strated by various staining techniques; these droplets 
were present mainly in the reticulo-endothelial system 
where they aggregated especially around the plasma-cell 
infiltrations. As the author points out, similar protein 
deposits have been described in cases of multiple mye- 
loma, kala-azar, malaria, and chronic sepsis, and there- 
fore they are clearly not specific for Felty’s syndrome. 
It is suggested that Felty’s syndrome may be an atypical 
form of rheumatoid arthritis and not a primary metabolic 
disorder. G. W. Csonka 


152. The Serologic Diagnosis of Rheumatoid Arthritis 
N. O. ROTHERMICH and V. K. Puivips. Journal of the 
American Medical Association [J. Amer. med. Ass.] 164, 
1999-2004, Aug. 31, 1957. 10 refs. 


From Ohio State University Health Center, Columbus, 
the authors report an evaluation of the “ drop latex 
fixation test *’, that is, the modification by Rheins of 
the method described by Plotz and Singer (Amer. J. 
Med., 1956, 21, 888; Abstr. Wld Med., 1957, 22, 50), as 
a practical and simple mass screening method for the 
determination of the specific factor in rheumatoid arth- 
ritis; the test, in which polystyrene latex particles 1-17 » 
in diameter are used, was evolved originally from the 
Rose-Waaler sheep-cell haemagglutination test. 

In 245 (84-2°%) out of 291 known cases of rheumatoid 
arthritis, the test gave a positive result. The 46 false 
negative results are analysed, and it is shown that many 
of these were cases of prodromal, early, or inactive 
disease or cases in which rheumatoid activity had been 
completely suppressed by gold or steroid therapy. This 
rheumatoid group did not include “* rheumatoid spondy- 
litis ” [? ankylosing spondylitis] of which there were 30 
cases, but none of these gave a positive test result. 
False positive reactions were obtained in 4 out of 151 
cases of osteoarthritis, in 5 out of 45 of fibrositis, 
in 2 out of 15 of disseminated lupus erythematosus, 
and in 10 out of 202 cases of non-rheumatic disease. 
Results of the test on 22 sera from children with rhew- 
matic fever were all found to be negative. The authors 
recommend the technique for large clinical studies as a 
mass screening procedure on account of its ease, sim- 
plicity, speed, inexpensiveness, and adaptability. 

[The reported specificity in this series seems to compare 
favourably with the various other modifications of the 
sheep-cell haemagglutination test, but the “ease” of 
the method depends very much on the availability of the 
standard polystyrene latex particles.] Harry Coke 
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ne Vascular Lesions in Rheumatoid Arthritis 

SoxoLorF and J. J. Bunim. Journal of Chronic 
aa [J. chron. Dis.] 5, 668-687, June, 1957. 6 figs., 
bibliography. 


This paper from the National Institute of Arthritis 
and Metabolic Diseases, Bethesda, Maryland, reports 10 
cases of rheumatoid arthritis exhibiting vasculitis which 
were Observed during a period of 4 years. All of these 


+ patients had subcutaneous nodules. The L.E.-cell test 
in was negative and there was no other evidence of dis- 
ne seminated lupus erythematosus. In the majority the 
|-sions were histologically indistinguishable from those 
me cf polyarteritis nodosa. 
* The authors discuss the possibility that steroid therapy 
“tS @ caused the vascular lesions in these and similar cases 
v hich have been reported more frequently recently, but 
elt they conclude that “there is, at present, no substantial 
- tasis to estimate the magnitude of the postulated in- 
ye creased risk of their occurrence as a result of such 
therapy.” Oswald Savage 
154. Diffuse Interstitial Fibrosis Complicating Rheuma- 
4 toid Arthritis. Report of a Case 
| W. SmitrH and N. O. Roruermicu. Ohio State 
ritis Medical Journal [Ohio St. med. J.] 53, 773-776, July, 
> the 1957. 4 figs., 17 refs. 
1% 155. Radioactive Iron Metabolism and Erythrocyte 
Survival Studies of the Mechanism of the Anemia Associ- 
bus, :ed with Rheumatoid Arthritis 
latex FJ. FreINREICH, J. F. Ross, T. B. BAYLEs, C. P. EMER- 
sof son, and §. C. Fincw. Journal of Clinical Investigation 
re J. clin. Invest.) 36, 1043-1058, July, 1957. 11 figs., 
47 refs. 
arth- At Boston University School of Medicine and Harvard 
“17 p Medical School, Boston, the results of studies of ircn 
n the metabolism and erythrocyte survival in 42 patients with 
active rheumatoid arthritis were compared with those 
atoid in 10 healthy subjects in an attempt to throw more light 
false 01 the anaemia of rheumatoid arthritis. After an over- 
many & night fast blood samples were taken for routine haemato- 
active @ /Ozical study and determination of serum iron levels; 
| been  2z0van blue dye and plasma-bound radioactive iron 
This  (°’Fe) were then successively injected intravenously and 
yondy- further samples of venous blood withdrawn at frequent 
ere 30 @ intervals for 5 hours and then less frequently over the 
result. @ following 14 to 21 days. Stools were also collected for 
of 151 @ ¢Stimation of urobilinogen excretion. Erythrocyte sur- 
rositis, @ Vival was studied in blood samples taken every 7 to 14 
atosus, fj ‘ays for 120 to 140 days by the technique of Ashby, as 
jisease.  NOdified by Ebert and Emerson. Plasma volume was 
rheu- ¢Stimated by two different techniques and close correla- 
authors § ‘ion obtained, and erythrocyte and total blood volumes 
es as a Were calculated from the plasma volume and haematocrit 
e, sim- fj Values (corrected for trapped plasma and for the ratio 
of total body to venous haematocrit value). 
ompare § esults showed that none of the rheumatoid arthritic 
. of the § Patients had a positive Coombs reaction or a reticulocy- 
ise” of (Osis, and in all cases the erythrocyte sedimentation rate 
y of the \E.S.R.) was raised. Also all the patients had lower 
Coke can values than control subjects for the following: 


E 
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haemoglobin concentration (11-7 and 14-9 g. per 100 ml. 
respectively), haematocrit (38-2 and 43-1°%), erythrocyte 
count, mean corpuscular haemoglobin concentration 
(30-5 and 32-6% respectively), mean corpuscular haemo- 
globin value, and mean corpuscular volume. The serum 
iron concentration was significantly lower in the patients 
(41-5 xg. per 100 ml.) than in the controls (90-5 xg. per 
100 ml.), and the rate of removal of plasma 59Fe was 
greater, one-half being removed in 0-65 to 0-7 hour 
compared with 1-27 to 1-53 hours in the control group. 
The lower the serum iron concentration, the faster was 
it removed from the plasma. External body monitoring 
showed that most of-the 59Fe removed from the plasma 
was deposited in the bone marrow, and 70 to 95°% of the 
injected dose was found in the erythrocytes within 7 to 
10 days in both patients and controls, the uptake being 
more rapid with lower serum iron concentrations. The 
turnover rates of plasma and erythrocyte iron were 
similar in patients and controls, but the erythrocyte 
renewal rate was significantly increased in the patients 
(1-5 times that in the controls). These results show that 
the patients with rheumatoid arthritis utilized circulating 
plasma iron normally but at a faster rate, probably 
because of the lower serum iron concentration. The 
increased erythrocyte ‘renewal rate also implied an 
increased rate of destruction of these cells, since the 
turnover rate of iron was normal and the haemoglobin 
value remained constant. 

The erythrocyte survival studies showed that normal 
donor cells were destroyed at an increased rate in over 
50% of the patients into whom they were transfused. 
Loss of the cells occurred in a random fashion, that is, 
their potential life-span was not shortened. The 
patients’ cells, on the other hand, survived normally 
in normal recipients, indicating that any defect was 
extrinsic to the erythrocyte. A shortened life-span of 
the patients’ own erythrocytes was supported by the fact 
that the faster the destruction of the normal donor cells 
in the patient’s blood, the slower was the destruction of 
the patient’s cells in the controls, this observation sug- 
gesting that the arthritic patient’s erythrocyte population 
has a higher proportion of younger cells. Significant 
comparison of destruction rates (estimated from survival 
studies) with renewal rates (estimated from the 59Fe 
findings) in the patients was precluded by the conditions 
of the experiment, but good correlation was obtained 
when these data were compared with those in the con- 
trols, who were studied by the same methods and under 
identical conditions. 

It is concluded that the results obtained show that 
erythrocyte production was normal in quantity in most 
of the patients, but that the rate of destruction was 
increased. Some patients, however, showed a normal 
erythrocyte life-span and decreased cell production, 
while in others there was a decreased life-span and in- 
creased cell production. The resultant anaemia there- 
fore seems to be due to failure of the bone marrow to 
increase erythrocyte production adequately [no bone- 
marrow studies were made however]. This, it is thought, 
may be due to the lowered serum iron concentration 
which results in insufficient iron being available for 
erythropoiesis. Consistent with this concept was the . 
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presence of features of iron-deficiency anaemia in the 
patients, such as a low mean corpuscular haemoglobin 
concentration, elevated serum copper and low serum iron 
concentrations, and rapid removal of plasma iron, 
together with an increase in free erythrocyte protopor- 
phyrin. The authors state that there is some evidence 
that the hypoferraemia may be due to defective release 
of iron by the reticulo-endothelial tissues. 
M. Kendal 


156. Observations on New Synthetic Antirheumatic 
Steroids and Critical Evaluation of Prednisone Therapy 
in Rheumatoid Arthritis 

R. L. BLAck, K. L. Y1eLpInG, and J. J. BuNnim. Journal 
of Chronic Diseases [J. chron. Dis.] 5, 751-769, June, 
1957. 1 fig., 21 refs. 


Working at the sNational Institute of Arthritis and 
Metabolic Diseases, Bethesda, Maryland, the authors 
have reviewed the therapeutic possibilities of certain new 
steroids in rheumatoid arthritis and have observed par- 
ticularly the effect of long-term treatment with prednisone. 

They point out that the advantages claimed for these 
substances are that they do not cause sodium retention 
and that they are effective in cases which have ceased to 
respond to cortisone. However, at the end of 2 years’ 
observation of 39 patients treated with prednisone the 
number and seriousness of side-effects is causing concern. 
Pathological fractures occurred in 21°% of cases, mental 
changes in 16%, and peptic ulcer in 16%. All the 


patients who developed severe side-effects were receiving ~ 


a dosage of more than 15 mg. daily, and the authors 
conclude that the hazards of long-term treatment with 


- prednisone increase markedly when the dosage is above 


this level. Oswald Savage 


157. A Comparison of Cortisone and Prednisone in 
Treatment of Rheumatoid Arthritis 

A REPORT BY THE JOINT COMMITTEE OF THE MEDICAL 
RESEARCH COUNCIL AND NUFFIELD FOUNDATION ON 
CLINICAL TRIALS OF CorTISONE, A.C.T.H., AND OTHER 
THERAPEUTIC MEASURES IN CHRONIC RHEUMATIC 
Diseases. British Medical Journal [Brit. med. J.) 2, 
199-202, July 27, 1957. 


Of 68 patients suffering from rheumatoid arthritis who 
had been treated with cortisone acetate at a number of 
centres in Great Britain for at least one year, 33 continued 
to receive cortisone and 35, selected at random, received 
prednisone acetate in its place. A clinical assessment of 
each case was made on entry into the trial and repeated 
at monthly intervals for 12 months. The initial dosage 
of prednisone was one-third the dosage of cortisone 
previously taken, but adjustments were subsequently 
made to obtain the maximum possible benefit without 
side-effects. The average daily dose of cortisone was 
slightly more than 60 mg., whereas that of prednisone 
was about 20 mg. in the first few months, falling to 14 
mg. by the end of the year. 

On the whole the patients receiving prednisone 
required fewer analgesic tablets than those receiving 
cortisone. The latter group showed little change in 
clinical state at the end of the year, but the former 
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group had improved, on average, in respect of strength 
of grip, erythrocyte sedimentation rate, haemoglobin 
level, general functional capacity, and disease activity; — 
the benefit from prednisone was greatest in the first 3 
months and tended to decrease later, but this finding 
may be accounted for by the reduction in dosage to 
eliminate side-effects. On the other hand the incidence 
of ‘“‘ moon-face ’’ was much higher in the prednisone- 
treated group. D. Preiskel 


158. Prednisone and Prednisolone in the Treatment of 
Rheumatoid Arthritis 

D. A. D. MontGcomery. Ulster Medical Journal [Ulster 
med. J.| 26, 51-64, May, 1957. 11 refs. 


159. The Value of Chloroquine in Rheumatoid Disease. 
A Four-year Study of Continuous Therapy 

A. W. BAGNALL. Canadian Medical Association Journal 
[Canad. med. Ass: J.| 77, 182-194, Aug. 1, 1957. 5 figs., 
16 refs. ‘ 


The author reviews his results obtained in the oral 
treatment with chloroquine of 125 patients [age unstated] 
seen in private practice in Vancouver who were suffering 
from ‘‘ rheumatoid disease’, under which heading he 
includes ankylosing spondylitis, psoriatic arthritis, and 
** cases of juvenile onset’. The duration of the disease 
ranged from a few months to 6 years. Chloroquine was 
given in a dosage of 250 mg. daily, 75°% of the patients 
receiving continuous therapy for more than a year and 
50% for more than 2 years, the aim being to continue 
treatment for one year longer than the disease had been 
present. All patients were also receiving routine physio- 
therapy, planned rest, and sedation at the same time as 
chloroquine, as well as salicylates “* in adequate dosage ”. 
Adrenal corticosteroids were given to 35°% of the patients 
[doses and periods unstated] when the author considered 
them necessary. [There was no control group, although 
a small double-blind study on 21 subjects, too small for 
statistical analysis, showed that there was greater im- 
provement in those given chloroquine.] 

Routine clinical and laboratory examinations, of which 
a few details are given, were carried out before and at 
frequent intervals during therapy, but there were no 
facilities for performance of the Rose—Waaler test. 
Discussing the response to chloroquine the author points 
out that while some subjective improvement may result 
within a few weeks, objective response takes up to 12 
weeks to appear and from 6 to 12 months to reach its 
maximum. By the standards of the American Rheuma- 
tism Association remission or major improvement 
occurred in 70°% of the patients, these gains being paral- 
leled by improvement in work performance, erythrocyte 
sedimentation rate, and haemoglobin level. Of the 29 
patients in whom the treatment failed, over half had had 
severe or prolonged rheumatoid activity, while the other 
half responded initially to chloroquine but suffered toxic 
side-effects necessitating reduction of dose or withdrawal 
of the drug. Toxic reactions, which are described in 

detail, included dermatitis (35°% of all patients), nausea, 
vertigo, and vomiting (32° of all patients), panleucopenia, 
and an unusual lymphoedema of the forearm and hand 
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These reactions were severe enough to require reduction 
in dosage in 36% of the patients and permanent with- 
drawalin 10%. Nevertheless the author is of the opinion 
that chloroquine is one of the safest agents for the long- 
tcrm control of rheumatoid activity and for the preven- 
ton of relapses. J. Warwick Buckler 


150. Ankylosing Spondylitis Treated with Cortisone 
ad Allied Substances 

Cc. R. Crorr. British Medical Journal [Brit. med. J.] 
2. 137-139, July 20, 1957. 8 refs. 


Experience of cortisone and allied substances in the 
treatment of 14 patients suffering from ankylosing 
spondylitis is reported from the South~Devon and East 

'C»rnwall Hospital, Plymouth. In the first 5 cases in the 

sc‘ies 10 to 25 units of long-acting corticotrophin 
(/;CTH) was given twice daily, but later cortisone in a 
deily dosage of 50 to 100 mg. was employed. The 
d: ration of symptoms before the start of treatment 
veried from 1 to 40 years, but only in 2 cases was it 
under 5 years. Relief of pain was rapid and accom- 
p-nied by some increased freedom of movement; this 
improvement was maintained when treatment was dis- 
ccntinued in 2 cases. One patient had marked relief 
o! pain for 2 years while receiving corticotrophin, but 
dicd at the end of that period from cor pulmonale. 
Corticotrophin had to be discontinued in one case 
because of haemorrhage from a duodenal ulcer. Im- 
provement was maintained in the 2 remaining patients, 
the period of observation ranging from 10 months to 2 
years. C. E. Quin 


161. 
litis 
N. Howarp. British Journal of Radiology [Brit. J. 
Radiol.) 30, 371-374, July, 1957. 1 fig., 9 refs. 


The author analyses the value of radiotherapy in the 
treatment of ankylosing spondylitis, bearing particularly 
in mind the genetic effects of such radiations and also the 
risks to the individual. The study is based on 455 out 
of 630 cases of the disease treated by irradiation at Uni- 
versity College Hospital, London, between 1940 and 1953, 
all of which were followed up for at least 2 years, 319% 
being followed for up to 5 years, 38% up to 10 years, 
and 31% for over 10 years. The disease was regarded 
as typical in all but 28 cases and was divided into 4 
stages radiologically. The patients were also grouped 
clinically according to their capacity for work. Treat- 
ment was in all cases given locally with conventional 
apparatus to a skin dose not exceeding 1,500 r. over 2 
weeks to two fields. 

Contrary to the findings in some published reports 
leucopenia (less than 4,000 leucocytes per c.mm.) was 
found during or immediately after treatment in only 18 of 
100 cases chosen at random. However, ou: of 20 women 
between the ages of 20 and 40 who had treatment to the 
sacro-iliac joints, in only 5 did menstruation continue 
unaltered. The number of patients of both sexes who 
received unavoidable radiation to the gonads was not 
considered large enough to be genetically significant, 
but the consequences for the individual patient are 
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stressed. Attention is drawn to the relatively high 
incidence of pulmonary tuberculosis in patients with 
ankylosing spondylitis (20 cases in this series), but there 
was no increase in the number of deaths from neoplasms. 
There were 2 cases of leukaemia, one of acute and one of 
chronic myeloid leukaemia, an incidence of 1 in 225. 
Although 43% of the cases relapsed after the first 
course of trea. nent and had to undergo a second course, 
the author finc that over-all some 70% of these patients 
had derived onsiderable benefit from the treatment. 
The importance of general medical care and physio- 
therapy in conjunction with radiotherapy is stressed. 
The results in this series confirms that treatment by 
irradiation involves a tenfold risk of inducing leukaemia 
in these patients, compared with that in the ‘general 
population. ° R. D. S. Rhys-Lewis 


COLLAGEN DISEASES 


162. Studies on Significance of Biologic False-positive 
Reaction 

J. L. MiLter, M. Bropey, and J. H. Hitt. Journal of 
the American’ Medical Association [J. Amer. med. Ass.] 
164, 1461-1465, July 27, 1957. 1 fig., 8 refs. 


The authors, working at Columbia University, New 
York, have made an extensive investigation into the cause — 
of false positive reactions in serological tests for syphilis 
in 594 patients giving a positive serological test result 
but in whom the treponemal immobilization test was 
negative. 

Of 245 patients with a persistently positive serological 
test result (that is, for over 6 months), 57 were considered 
to have some systemic disease, an incidence of 23%. Of 
those with a positive serological reaction but who were 
followed up for less than 6 months, 20-3°% had systemic 
disease. Of the many and varying diseases found to be 
associated with a false positive serological reaction, 
systemic lupus erythematosus, confirmed by a positive 
L.E.-cell test, was found in 12 patients, rheumatoid 
arthritis in 9, hepatic disorders of some sort in 11, while 
the other. diseases included haemolytic anaemia, leu- 
kaemia, infectious mononucleosis, and chronic rheumatic 
or ischaemic heart disease. Other laboratory tests 
dependent on alterations in the globulin fraction of the 


.serum proteins, such as the cephalin-flocculation and 


thymol-turbidity tests, were also found to give a positive 
result in a high proportion of these patients. 

In a study of records of 79 patients with leprosy, of 
whom 44 showed a biological false positive reaction for 
syphilis, the incidence of positive reactions to the cephalin- 
flocculation and thymol-turbidity tests was roughly in 
proportion to that of the false positive reactions for 
syphilis. As might be expected from the type of disease 
associated with such false positive reactions there was a 
high incidence of young female patients. It was also 
notable throughout this investigation that a large number 
of patients with a false positive reaction for syphilis also 
had positive reactions to the cephalin-flocculation or 
thymol-turbidity tests but showed no evidence of sys- 
temic disease. J. N. Harris-Jones 
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DIAGNOSTIC METHODS 


163. Chlorpromazine: Use to Activate Electroencephalo- 
graphic Seizure Patterns 

L. F. Stewart. Electroencephalography and Clinicai 
Neurophysiology (Electroenceph. clin. Neurophysiol.] 9, 
427-440, Aug., 1957. 3 figs., 31 refs. 


In a study carried out at Montreal Neurological 
Institute and McGill University of the effects of chlor- 
promazine upon the electroencephalogram (EEG) of 50 
epileptic in-patients aged between 7 and 56 years a 
control record was first taken, the patient was then given 
50 mg. of chlorpromazine intramuscularly, and the 
record was repeated 20 minutes later. The patients were 
asked to overbreathe both before and after chlorpro- 
mazine administration, and intermittent photic stimula- 
tion was also carried out when appropriate. Similar 
studies before and after the injection of sterile isotonic 
saline instead of chlorpromazine were performed on 17 
patients as a control. 

Of the 50 patients, 28 showed increased EEG abnor- 
mality after chlorpromazine, while this occurred in only 
4 of the 17 control cases. In each case the activation 
obtained was either an exaggeration of an abnormality 
already present or was of a type consistent with the 
nature of the patient’s clinical seizures. In 5 cases 
abnormalities appeared in records which had been pre- 
viously normal, while in 4 cases focal seizures and in 
one a generalized seizure occurred. It is concluded that 
chlorpromazine, used in conjunction with hyperventila- 
tion, is a useful method of activation of the EEG in 
epileptic patients, and that the type of activation obtained 
is characteristic of the patient’s habitual seizures. 
Reasons are given for supposing that the activating 
effect of chlorpromazine is due to the effect of the drug 
upon the reticular system. John N. Walton 


164. Normal Electroencephalogram at Deep Levels of 
Hypoglycemia 

D. K. Zrecter and J. PrestHus. Electroencephalo- 
graphy and Clinical Neurophysiology (Electroenceph. clin. 
Neurophysiol.] 9, 523-526, Aug., 1957. 2 figs., 16 refs. 


From the University of Minnesota, Minneapolis, are 
reported the electroencephalographic (EEG) findings in 
24 young adults (17 female, 7 male) during induced 
hypoglycaemia. After fasting for 24 hours the patients 
were given 0-1 unit of insulin per kg. body weight intra- 
venously and the EEG was recorded at intervals of 15, 
30, and 45 minutes thereafter. During each recording 
the patient was asked to overbreathe for 3 minutes. 
Blood sugar levels of less than 40 mg. per 100 ml. were 
obtained in almost all cases 30 minutes after the injection 
and in some cases levels of less than 20 mg. per 100 ml. 
were recorded, but 12 patients showed no changes in 
the EEG when the blood sugar level was at its lowest, 
and 8 had no symptoms at any time. In 13 patients the 
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EEG remained normal when the blood sugar level was 
very low, while in 9 of these overbreathing at this time 
also produced no change. In only ome case were 
paroxysmal discharges suggestive of epilepsy evoked, 
Hence it is apparent that in some individuals the EEG 
remains stable during severe transient hypoglycaemia, 
even when this is combined with hyperventilation. 
John N. Walton 


165. The Effect of CO>2 Inhalation on the Electroence- 
phalogram of Patients with Cerebral Infarction. 

J. M. WALTz, J? F. von Weiss, and J. Stevens. Electro- 
encephalography and Clinical Neurophysiology (Electro- 
enceph. clin. Neurophysiol.] 9, 527-530, Aug., 1957. 1 
fig., 7 refs. 


The authors, working at the University of Oregon, 
have studied the effect upon the electroencephalogram 
(EEG) of carbon dioxide inhalation in 12 patients with 
recent cerebral infarction. In each of these cases a 
clear-cut unilateral slow-wave focus was present in the 
EEG. During the taking of the records, and after a 
control period, each patient first inhaled 79% carbon 
dioxide and 93°%% oxygen, then room air, and lastly 
100°%% oxygen. In 8 of the cases there was a statistically 
significant decrease in the focal slow-wave activity during 
carbon dioxide inhalation; in 2 cases (17°%) slow-wave 
activity was unchanged, while in one patient maximum 
improvement was observed during the inhalation of 100% 
oxygen. No concomitant clinical changes were observed 
in any of the cases. It is concluded that the inhalation 
of 7% carbon dioxide produces an immediate beneficial 
effect upon the EEG of a proportion of patients with 
cerebral infarction, but the clinical value of this method 
of treatment remains to be demonstrated. 

John N. Walton 


166. The Use of Radioactive Iodinated Serum Albumin 
in the Localization of Intracranial Lesions 

R. B. Ruopy and G. R. Nowuts. Journal of Neuro- 
surgery [J. Neurosurg.] 14, 413-420, July, 1957. 7 refs. 


In this study, reported from the State University of 
Iowa, the authors have investigated a promising method 
of locating intracranial space-occupying lesions. This 
makes use of the fact that some radioactive substances 
tend to accumulate in pathological tissues within the 
intracranial cavity in which the selective permeability of 
the capillaries appears to differ from those of capillaries 
in healthy tissue. The substance used was radioactive 
iodinated human serum albumin (R.1.S.A.) and by means 
of a scintillation counter the skull was scanned for areas 
of differing concentration, the best time for this procedure 
being between 20 and 30 hours after the injection of 
R.LS.A. In the course of one year some 70 patients 
have been studied, of whom however only 50 are included 
in the analysis, insufficient follow-up data being available 
for the remainder. In the standard technique evolved 
R.1.S.A. containing 500 microcuries of radioactive iodine 
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was given intravenously to adults (proportionately 
smaller doses for children) after premedication with 
| ugol’s solution to protect the thyroid gland from the 
ridioactive iodine. A total of 50 to 60 positions on 
tue head were scanned, these being indicated by means 
o! a tight-fitting cap worn by the patient and inscribed 
with the appropriate numbers. 

Of 45 patients in whom the presence of an intracranial 
s ace-occupying lesion was diagnosed by other methods 
cat operation, the technique was successful in locating 
tie site in 36 (80%). Among the lesions which gave no 
indication of their presence were 2 supratentorial glio- 
mata lying deep within the hemisphere and close to the 
nidline and 3 pontine gliomata. Cystic cerebellar 


' astrocytoma (2 cases) showed a lower uptake on the side 


o° the lesion than on the normal side, presumably because 
te cyst by its inert volume diminished the uptake of the 
alected hemisphere as a whole. Similarly, 2 supra- 
tcntorial cysts were not located, but 2 meningiomata and 
2 acoustic neurinomata were accurately diagnosed. 
Tnere was only one false positive result, and that was 
doubtful. While it is admitted that the number of cases 
is still too small to permit of any firm conclusions, it is 
c msidered that the method is probably more accurate 
taan electroencephalography in locating an intracranial 
nass, but less helpful than angiography. Its great 
alvantage is that it is non-traumatic, while its chief dis- 
aivantage is the delay of 20 to 30 hours which must 
e apse after injection and which therefore precludes use 
o* the method in cases requiring immediate operation. 
R.G. Rushworth 


157. The Effect of Chlorpromazine on the Electro- 
encephalogram of Epileptic Patients 

W. FasiscH. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 20, 185- 
190, Aug., 1957. 6 figs., 24 refs. 


At the Mapperley Hospital, Nottingham, the author 
has studied the effects of chlorpromazine upon the electro- 
encephalogram (EEG) of 20 known epileptic patients 
whose interseizure recordings were persistently abnormal 
and 20 whose recordings were relatively normal. The 
EEG appearances were compared with those in 20 con- 
trol patients of comparable age, including mental 
defectives, psychoneurotics, and schizophrenics, none of 
whom had had seizures. Chlorpromazine was injected 
intravenously at the rate of 2-5 mg. every 1 to 14 minutes, 
up to a maximum dosage of 0-3 to 0-5 mg. per kg. body 
weight. A routine EEG was first taken, during both 
overbreathing and photic stimulation, and the recording 
was continued during and for 40 to 45 minutes after the 
injection. Increased abnormal activity, taking the form 
of paroxysmal and bilaterally synchronous epileptic dis- 
charges or larval seizures of longer duration than usual, 
was Observed in many cases, but most frequently in 
patients with unstable interseizure recordings. The 
abnormal features were essentially similar to those seen 
in the resting recording or after activation by over- 
breathing or photic stimulation in the individual case. 
Clinical seizures were not produced. It is concluded 
that chlorpromazine is a useful drug for activation of the 
EEG. John N. Walton 
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168: Capillary Changes Arising from Mechanical Hand- 
ling of the Brain-stem and from Electric Currents Applied 
to Human Cerebellar Cortex. (Msmenenus kanunnapos 
M@XaHHYeCKOM BOSMeHCTBHH Ha CTBONOBLIE OTLe- 
JIbI TOKAa Ha KOPy 
4YeNIOBEKA.) 

F. G. IvaNov-DyaTLov and I. M. Bonpoceo 
Hetipoxupypeuu [Vop. Nejrohir.] 21-26, No. 4, July— 
Aug., 1957. 2 figs., 7 refs. 


The authors, working at the Institute of Neurosurgery, 
Moscow, have studied capillaréscopically the effects of — 
surgical handling and of the application of electric 
current to the cerebellum during operation for cerebellar 
tumour. They were interested, in particular, in the still 
debatable role of the- cerebellum in the regulation of 
autonomic function. The effects observed, however, 
were complex, and depended in part on the stage of the 
operation and the presence or absence of raised intra- 
cranial pressure. Nevertheless there was some evidence 
that temporary acceleration of the capillary circulation 
could be produced by stimulation of the cerebellar 
cortex with bipolar electrodes, using galvanic current of 
low frequency and amplitude. L. Crome 


169. A Subacute Progressive Encephalopathy with 
Mutism, Hypokinesia, Rigidity, and Myoclonus 

C. A. PALuis and J. D. Spr-caANe. Quarterly Journal of 
Medicine {Quart. J. Med.| 26, 349-373, July, 1957. . 
12 figs., 39 refs. 


From Cardiff Royal Infirmary the authors report 
the cases of 3 women, aged 45 to 53 years, who developed 
an apparently new type of encephalopathy ending 
fatally in about 3 months. The condition began 
insidiously with personality change, which was followed 
progressively by hypokinesia, mutism, myoclonic move- 
ments, and decorticate rigidity. The electroencephalo- 
gram (EEG) showed: (1) long runs of regular, bilaterally 
synchronous, high-voltage, polyphasic complexes at 2 
c.p.s. which were unaffected by the occurrence of in- 
voluntary movements; and (2) in one case, and slightly 
in another, characteristic “‘ suppression-burst ” aci.ity 
occurring in records made during sleep induced with 
seconal (quinalbarbitone). Necropsy showed sur- 
prisingly mild changes considering the wealth of clinical 
features. There was a diffuse but variable loss of neu- 
rones affecting mainly the cortex and central grey matter, 
together with astroglial proliferation, at times intense, 
and a variable degree of status spongiosus. 

In a review of the literature the authors found reports 
of 11 similar cases—in patients ranging in age from 50 
to 65 years—all of which were fatal. Even in the light of 
modern ideas of infections of the nervous system the 
characteristics of this illness do not suggest an infection, 
and the authors regard its aetiology as completely 
obscure. They discuss the implications of the clinical 
findings, suggesting that the association of mutism, 
hypokinesia, decorticate posture, and myoclonus implies 
a disorder at a high subcortical level. Reviewing these 
symptoms in detail they recall the occurrence of akinetic 
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mutism in association with distension of the third ven- 
tricle and the importance of the reticular formation of the 
brain-stem in the maintenance of the waking state. The 
rigidity and decorticate state, together with the paucity 
of pyramidal signs and associated diencephalic fits, 
would suggest a lesion in the uppermost part of the 
central grey matter. The myoclonus may well also 
originate in the upper part of the brain-stem or thalamus, 
and the EEG abnormality would also be in keeping 
with a disturbance arising in the uppermost part of the 
brain-stem. 

Their tentative conclusion is that it is precisely because 
the brunt of the functional disorder falls on subcortical 
(upper brain-stem) structures that the disease they 
describe differs so markedly from all other “* degenera- 
tive ’’ disorders of the nervous system. WN. S. Alcock 


170. Unilateral Exophthalmos. A Consideration of 
Symptom Pathogenesis — 

J. M. VAN Buren, J. L. Poprpen, and G. Horrax. Brain 
(Brain) 80, 139-174, June, 1957 (Part 2). 9 figs., biblio- 
graphy. 

In this paper from the Lahey Clinic, Boston, the 
pathological and clinical features of various types of 
orbital and retro-orbital tumour are discussed at length, 
the findings in the literature being compared with those 
in the authors’ own series of 86 cases of unilateral exo- 
phthalmos, all of which were explored by an intracranial 
approach. A noteworthy feature of the authors’ series 
was the small number of cases of haemangioma (3) and 
of lacrimal gland tumour (1 case), usually considered 
the commonest of orbital tumours. Of particular interest 
were 9 cases in which no lesion was found on exploration. 
One of these patients was proved later to have a malig- 
nant tumour, while 6 were hypertensive, 2 having 
glaucoma; in the remaining 2 cases the exophthalmos 
was considered to be of thyrotoxic origin. The various 
mechanisms leading to exophthalmos in the absence of 
tumour formation are considered in some detail; the 
authors, however, do not arrive at any noteworthy 
conclusions. 

Of the clinical features, changes in intra- and extra- 
ocular muscle function and in the disk and visual 
fields are discussed. With regard to this last a specific 
type of scotoma is mentioned, crescentic and centred on 
the normal caecal scotoma. [Unfortunately the illustra- 
tions of visual fields are so small and badly reproduced 
that their value is greatly reduced]. Brodie Hughes 


171. The Immediate Treatment of Cerebral Embolism 
A. B. CARTER. Quarterly Journal of Medicine [Quart. 
J. Med.) 26, 335-348, July, 1957. 1 fig., 40 refs. 


A therapeutic trial of stellate-ganglion block and of 
anticoagulants in patients suffering from cerebral 
embolism admitted to Ashford Hospital, Middlesex, 
from 1952 to 1955 inclusive is reported. Cerebral 
embolism was diagnosed when hemiplegia, hemianopia, 
or aphasia appeared suddenly in a patient with a known 
source of potential emboli—for example, subacute 
bacterial endocarditis, mitral stenosis, or recent coronary 
thrombosis—and in patients with auricular fibrillation. 


All the patients were under 70 years of age, and the 
ratio of females to males was about 2:1. They were 
divided into 4 groups according to the year in which they 
were admitted and the treatment then given. In the 
first group of 16 patients (1952) unilateral stellate-gan- 
glion block with 1% lignocaine was performed and 
repeated daily for 10 days; the second group of 18 
patients (1953) received no treatment and acted as con- 
trols; the third group of 15 patients (1954) were given 
anticoagulant therapy after a single unilateral stellate- 
ganglion block; and the fourth group of 11 patients 
(1955) received anticoagulant therapy alone. The results 
were assessed at examination 3 months after the em- 
bolism and classified as follows: “recovered, im- 
proved, not improved, died”. It was found that the 
results in the groups receiving anticoagulant therapy 
with or without stellate-ganglion block were significantly 
better than in the control group and that subjected 
to stellate-ganglion block alone; stellate-ganglion block 
did not improve the effect of anticoagulant therapy. 
The author concludes that “.. . anticoagulant therapy 
is... Of advantage in treating cerebral embolism, and 
that stellate-ganglion block has no effect on the final 
outcome ”’. 

[The natural history of cerebral embolism is notori- 
ously unpredictable. In this investigation the numbers 
were small, the diagnostic criteria uncertain, and the 
method of appraisal was of dubious reliability. This 
paper, therefore, does not materially strengthen the case 
for anticoagulant therapy, although many would agree 
with the author’s conclusions.] P. D. Bedford 


172. The Cerebral Collateral Circulation. 1. Factors 
Influencing Collateral Blood Flow 

J. S. Meyer and D. DeNNy-Brown. Neurology [Neuro- 
logy| 7, 447-458, July, 1957. 8 figs., 14 refs. 


The local circulatory adjustments as-shown by changes 
in collateral circulation in the cerebral cortex of monkeys 
following experimental arterial occlusion were studied at 


Harvard Medical School. The measurements made 
included electropolarographic estimation of tissue 
oxygen availability, blood flow in various cortical arteries, 
pial vessel diameter, tissue pH, and intravascular pres- 
sures. Electrocorticograms and steady potentials were 
also recorded as indices of neuronal activity. 

The results suggest that functionally important anasto- 
moses exist between cerebral arteries of all sizes, and that 
it is these collateral channels which mediate the com- 
pensatory circulatory changes which follow on arterial 
occlusion. The most important determinant of such 
adjustments is the fall in intraluminal pressure in the 
occluded vessel, this loss of pressure causing local vaso- 
dilatation and leading to an increased flow of blood into 
the area from other vessels in which the head of pressure 
is higher. It was noted that vasodilatation was particu 
larly marked in small cortical arterioles 50 to 250 y in 
diameter. Most of the iricrease in collateral flow occurs 
rapidly, that is, within 30 seconds of the arterial occlusion, 
but vasodilatation in the ischaemic area continues to 
take place for some time after the initial readjustment. 
Several factors appear to be responsible for this delayed 
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reaction, of which the chief are lowered cortical tissue 
oxygen tension, increased carbon dioxide tension, and 
the accumulation of acid metabolites. The efficiency of 
tne cerebral collateral circulation is dependent upon an 
edequate arterial blood pressure; thus if the systolic 
pressure falls below a critical level of 50 mm. Hg the 
compensatory mechanism fails and arterial occlusion is 
| kely to lead to cerebral infarction. S. G. Owen 


173. The Role of Systemic Blood Pressure in Cerebral 
Circulation in Carotid and Basilar Artery Thromboses. 
Clinical Observations and Therapeutic Implications of 
‘asopressor Agents 

-t. SHANBROM and L. Levy. American Journal of 
/fedicine [Amer. J. Med.) 23, 197-204, Aug., 1957. 


1/4. Klebsiella Meningitis 

é.. P. Sprvack, G. M. EIsENBERG, W. Weiss, and H. F. 
| LIPPIN. American Journal of Medicine [Amer. J. Med.| 
22, 865-871, June, 1957. 20 refs. 


A review of the literature revealed 140 reported cases 
c. meningitis due to Klebsiella pneumoniae (Friedlander’s 
trcillus), 119 of which were summarized by Thompson 
¢: al. (A.M.A, Arch. intern. Med., 1952, 89, 405). The 
present authors review the remaining 21 cases and add 
1! which were seen between 1936 and 1956 at the General 
t.ospital, Philadelphia. 

The two most striking features of the authors’ cases 
were the preponderance of males (10) and the rapid 
course of the disease, 10 of the patients dying within 6 
d.ys of admission to hospital. Primary foci of infection 
were seen following head trauma (4 cases), in the ear 
(;), lung (2), frontal sinus (1), and lower urinary tract 
(1 case). The organisms were usually isolated without 
difficulty on direct smear of the cerebrospinal fluid 
(C.S.F.) or by culture of the C.S.F. or the blood. Cri- 
teria for identifying the organisms, based on results 
0: culture and microscopical and biochemical studies, 
are described, and organisms conforming to this pattern 
were subjected to slide agglutination tests with type- 
specific capsular antisera for Types 1 to 10. If the organ- 
ism lacks a well defined capsule subculture on media 
designed to promote the formation of capsular material 
and mucus is recommended. In 6 of the 11 cases the 
organisms were of Type 1 or Type 2 and in one case of 
Type 8; in this last case the organism was presumed to 
originate in the lower urinary tract, and the patient was 
the only survivor in the series. The authors state that 
in their experience Types 1 and 2 are commonly found in 
the respiratory tract and Type 8 in the urinary tract. 

The drugs of choice for the treatment of Klebsiella 
meningitis are considered at present to be chlorampheni- 
col and sulphadiazine, because both usually enter the 
C.S.F. from the blood stream. Susceptibility studies in 
vitro revealed that chloramphenicol was the most effective 
antibacterial agent, followed by oxytetracycline, strepto- 
mycin, and aureomycin. The authors emphasize that 
capsular typing may help to define the origin of the 
organisms and thus be a guide to the most promising 
treatment in individual cases. 

In the 21 cases from the literature the patients were 
of all ages and males again predominated. Of the total 


of 151 cases now reported, 30 were treated with strepto- 
mycin with or without a sulphonamide, with recovery in 
11; of 12 patients treated with a broad-spectrum anti- 
biotic in addition to a sulphonamide or streptomycin, 
10 recovered. Fergus R. Ferguson 


PERIPHERAL NERVES 


175. Meralgia Paresthetica 

H. Stevens. A.M.A. Archives of Neurology and Psy- 
chiatry [A.M.A. Arch. Neurol. Psychiat.] 77, 557-574, 
June, 1957. 7 figs., bibliography. 


The author reviews the literature of meralgia paraes- 
thetica [he gives 90 references] and reports a personal 
series of 42 cases. In this group the age of onset lay 
between 10 and 69 years, with a mean of about 40, and 
there were rather more males than females. The clinical 
picture of sensory disturbance in the distribution of the 
lateral femoral cutaneous nerve in the thigh is described, 
and the diagnostic pitfalls pointed out. Anatomical 
studies on the cadaver (carried out on 47 bodies) 
showed that there was considerable inconsistency in the 
position of the lateral femoral cutaneous nerve in relation 
to the psoas muscle, and in many cases it was found to 
penetrate the belly of the muscle. The nerve was some- 
times found to bifurcate in the pelvis, crossing the inguinal 
ligament as two separate branches, and there was con- 
siderable variation in its relation to the inguinal ligament, 
passing sometimes above, sometimes beneath it. 

The author concludes from his combined clinical and 
anatomical studies that the cause of meralgia paraes- 
thetica is in most cases unknown, and that the syndrome 
is common and almost always benign. No specific 
treatment was carried out in this series. 

[Although 42 cases of meralgia paraesthetica are de- 
scribed, no clear indication is given of the author’s total 
neurological experience; for example, 16 of the 42 were 
referred to the author in the first place for meralgia 
paraesthetica as against only 2 for convulsive disorder 
and 2 for headache. The abstracter saw 6 examples of 
meralgia paraesthetica in 10,000 consecutive private 
patients and found in a larger group of cases of neuro- 
logical disorders 27 examples. of meralgia paraesthetica 
compared with 55 of ulnar palsy and 21 of external 
popliteal paralysis. ] Hugh Garland 


176. Neuralgic Amyotrophy (Paralytic Brachial Neu- 
ritis) with Special Reference to Prognosis. 

J. W. A. TURNER and M. J. ParsonaGe. Lancet (Lancet) 
2, 209-212, Aug. 3, 1957. 4 refs. 


In a previous paper (Lancet, 1948, 1, 973; Abstr. Wid 
Med., 1949, 5, 102) the authors reported 136 cases of a 
form of localized neuritis of the shoulder girdle which 
had first been described by Spillane (Lancet, 1943, 2, 
532) and suggested the descriptive name of neuralgic 
amyotrophy for this condition. Long-term follow-up 
was impracticable in these cases, but they now report 82 
further cases seen between 1947 and 1955, mosfly at St. 
Bartholomew’s Hospital, London, and at the General 
Infirmary at Leeds, a number of which have been fol- 
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lowed up for several years. From their observations on 
this series, which are analysed according to the indi- 
vidual nerves or nerve roots affected, it would appear 
that recovery of power, partial or complete, can be 
expected in the majority of cases after a period of months 
or years, the time needed for recovery varying with the 
nerves affected. However, relapses or new attacks in- 
volving previously unaffected nerves have occurred in a 
few cases. [This paper deserves study in the original.] 
L. Michaelis 


177. Compression Neuropathy of the Median Nerve in 
the Carpal Tunnel 

G. S. PHALEN and J. I. KeNnprickx. Journal of the 
American Medical Association [J. Amer. mei. 164, 
524-530, June 1, 1957. 5 figs., 14 refs. 


The median nerye as it leaves the forearm passes 
through the carpal tunnel in order to reach the hand. 
Within the tunnel it is subject to compression by neigh- 
boring structures because of space limitations imposed 
by the transverse carpal ligament. The resulting symp- 
toms have been studied [at the Cleveland Clinic] in 71 
patients; they were bilateral in 39 and unilateral in 32. 
The right hand was affected in 23 and the left hand in 
only 9 of the unilateral cases. Seventeen patients were 
men. 

Diagnosis depended on sensory findings (pain and 
paresthesias) limited to the distribution of the median 
nerve in the hand, on prompt exacerbation of symptoms 
when the wrist was held in the flexed position, and on 
the production of tingling in the fingers by percussion 
over the carpal tunnel. Atrophy of thenar muscles was 
present in half the cases. Etiological and pathological 
findings favored the conception of this disorder as some 
type of localized rheumatic disease. Immobilization of 
the wrist by a splint and administration of hydrocortisone 
relieved the symptoms in many cases. Surgery, the 
simple sectioning of the transverse carpal ligament, was 
carried out on 49 wrists in 37 patients and generally 
sufficed to decompress the nerve and relieve symptoms. 
In 3 instances, however, a partial synovectomy had to be 
done in order to obtain adequate decompression.— 
{Editorial summary.] 


178. Ischaemic and Post-ischaemic Paraesthesiae in 
Motor Neurone Disease 

E. W. Poote. Journal of Neurology, Neurosurgery and 
Psychiatry (J. Neurol. Neurosurg. Psychiat.] 20, 225-227, 
Aug., 1957. 11 refs. 


The author, at the Radcliffe Infirmary, Oxford, studied 
the effects of temporary arterial occlusion in the upper 
limb in 6 patients suffering from motor neurone disease, 
4 of whom were in an advanced stage of the disease, 
while 2 were less severely affected. Occlusion was pro- 
duced by a sphygmomanometer cuff applied above the 
elbow for periods of 9 to 21 minutes; in most cases 10 
minutes was the period adopted as the standard minimum. 
The intensity of ischaemic paraesthesiae (which develop 
during the occlusion) and the intensity and duration of 
post-ischaemic paraesthesiae (which appear on release’ 
of the cuff) were recorded, and were compared with the 


findings in 3 cases of acute anterior poliomyelitis and 2 
of muscular dystrophy. 

It was found that ischaemic paraesthesiae did not 
occur in any of the cases of motor neurone disease, while 
the intensity and duration of post-ischaemic paraes- 
thesiae were greatly reduced ; in the patients with polio- 
myelitis and muscular dystrophy the responses were 
normal. The author points out that the results obtained 
in cases of motor neurone disease resemble those noted 
in polyneuritis and during ageing, and suggests that in 
spite of the complete absence of clinical sensory impair- 
ment in this condition, motor neurone disease is associ- 
ated with a reduction in the iterative responses provoked 
by ischaemia. John N. Walton 


AUTONOMIC NERVOUS SYSTEM 


179. Autonomic Nervous System Responses Related to 
the Funkenstein Test. I. To Epinephrine 

T. L. CLemens. Psychosomatic Medicine (Psychosom. 
Med.| 19, 267-274, July—Aug., 1957. 1 fig., 20 refs. 


From the University of California, Los Angeles, the 
author reports a statistically validated investigation 
in which he set out to test Kuntz’s hypothesis that the 
response, particularly that of the systolic blood pressure, 
to a given dose of adrenaline “* provides a fairly reliable 
index of sympathetic reactivity’. For this purpose he 
determined the blood pressure and a number of other 
physiological values (such as pulse and respiration rate, 
skin temperature and conductance, pupillary diameter, 
PH of saliva and urine, and uropepsin excretion) during 
rest and again after the subcutaneous injection of 0-3 ml. 
of a 1 in 1,000 solution of adrenaline (epinephrine 
U.S.P.) in 45 male patients with malignant neoplasm 
not involving the endocrine glands or the autonomic 
or central nervous system. The values studied wert 
largely those selected by Wenger as providing, when 
taken together, “an index of autonomic functioning ”. 
Criticisms that results derived from patients with malig- 
nant disease may be unrepresentative of the general popu- 
lation are met by the observation that the mean resting 
values obtained in these patients “‘ were similar in most 
instances to the normative data obtained by Wenger on 
488 air corps students and cadets ”’. 

According to whether the response of the systolic 
blood pressure to adrenaline was above or below the 
mean for the entire series the patients were divided into 
two groups, A and B respectively. Evaluation of the 
other responses studied showed that the mean changes 
in 6 out of 13 values in Group A differed significantly 
from those in Group B in the direction characteristic of 
sympathetic activity. 

The author therefore concludes that his results support 
the hypothesis set out above. At the same time, how- 
ever, he utters a warning against the study of stress 
responses in terms of blood-pressure changes only, 
pointing out that multiple measurements have greater 
predictive validity than single measurements, the im 
formation provided by which is limited and in some 
instances may be misleading. A. Balfour Sclare 
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Psychiatry 


180. Psychoanalytical Observations in Two Cases of 
Thrombophlebitis Migrans 

J.A.P. MittetandJ.F.Dype. Psychosomatic Medicine 
[/’sychosom. Med.} 19, 275-286, July—Aug., 1957. 7 refs. 


From the New York State Psychiatric Institute, New 
York, the authors report a clinical psychiatric study of 
2 patients suffering from thrombophlebitis migrans, the 
investigation being carried out within the framework of 


p.ychoanalytically orientated psychotherapy in each case. 


Te cases are presented not only for their clinical interest, 
b.t also in support of the thesis that further advances in 
t!e understanding and treatment of peripheral vascular 
dsorders can be promoted by adding a psychological 
d-mension to our existing concepts of these diseases. 

The patients were both males in the fourth decade, and 
both were separated from their wives. They showed 
s! iking psychological similarities. ach, for instance, 
wis profoundly dependent on his rather dominating wife, 
ecch had experienced a life-long repression of his sexual 
drives, and there was severe conflict between instinctual 
tensions and “ a rigidly feminized superego’. In each 
c: se there was a family background of vascular disorder. 
T.e clinical histories indicated that critical phases of 
anxiety accompanied by mounting feelings of resentment 
towards the wife were liable to provoke a sudden 
explosive autonomic discharge with a tendency to 
thrombotic episodes. In each instance analytic psycho- 
therapy made a significant contribution to treatment by 
hciping the patient to deal in a more. realistic manner 
w th his emotional difficulties. A. Balfour Sclare 


1st. Treatment of Schizophrenia with Nicotinic Acid 
and Nicotinamide 

A. Horrer, H. OsMonp, M. J. CALLBECK, and I. KAHAN. 
Journal of Clinical and Experimental Psychopathology 
and Quarterly Review of Psychiatry and Neurology {J. 
clin. exp. Psychopath.) 18, 131-158, June, 1957. Biblio- 
graphy. 

Since 1952 the authors have been investigating the 
eflicacy of nicotinic acid and nicotinamide in the treat- 
ment of schizophrenia at a number of hospitals in Sas- 
katchewan, Canada, under the auspices of the Saskatche- 
wan Committee on Schizophrenia Research. First they 
studied 30 schizophrenic patients allocated at random to 
three groups which received, in addition to electric con- 
vulsion therapy (E.C.T.) or psychotherapy as prescribed 
by the supervising physician, a placebo, nicotinic acid, 
and nicotinamide respectively by mouth, the two drugs 
in a dosage of 1 g. 3 times daily for 30 days. Nicotinic 
acid was given thereafter only if signs of.a relapse 


occurred. Although there was no significant difference © 


between the groups in the level of adjustment reached, 
it was found after a follow-up period of at least a year 
that those patients who had received the placebo had 
remained well for only one-third of that time, whereas 
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those who had received nicotinic acid or nicotinamide 
had remained well for over two-thirds of-the time. 

In view of these promising results, a larger investiga- 
tion was planned, on which the authors here present a 
preliminary report. The 171 schizophrenics studied, 
most of whom received E.C.T. or psychotherapy, in- 
cluded all those wha had received either nicotinic acid 
or nicotinamide, whether in hospital or after discharge 
as Out-patients or both, during the years 1951-4 inclu- 
sive, together with all patients who had received treat- 
ment with a placebo in hospital as part of a therapeutic 
trial, the latter forming a control group. Patients who 
had received less than 2 weeks’ treatment in hospital were 
excluded. The 98 patients in the control group appeared 
to be clinically comparable with the 73 in the treated 
group. Contact was maintained with each patient every 
3 months after discharge, and his degree of adjustment 
assessed in terms of physical health, work, social activi- 
ties, and family and interpersonal relationships by direct 
interview if possible, but otherwise by postal inquiry. 

The results of these assessments, made over periods 
ranging from 6 to 57 months, are presented in consider- 
able detail and show that whereas the control subjects 
remained well for an average of only 60% of the follow- 
up period, those treated with nicotinic acid or nicotina- 
mide remained well 78 to 81°% of the time. Of the 55 
patients who required readmission to hospital, only 8 
had had treatment with nicotinic acid or nicotinamide. 

The authors therefore conclude that nicotinic acid and 
nicotinamide were of value in the treatment of schizo- 
phrenia in these patients and they discuss the ways in 
which this effect might be brought about. They empha- 
size that the dosage of 3 g. a day does not benefit chronic 
hospitalized schizophrenics, and suggest that this may be 
due either to inadequate dosage or to some biochemical © 
and physiological difference between the acute and 
chronic processes. C. M. B. Pare 


182. The Technique and Value of Anterior Cingulec- 
tomy. (Wert und Technik der vorderen Cingulektomie) 
F. HEPPNER. Wiener Zeitschrift fiir Nervenheilkunde und 
deren Grenzgebiete [Wien. Z. Nervenheilk.] 13, 417-426, 
1957. 4 figs., 19 refs. 


It is reported from the University Neurological Clinic, 
Graz, that the performance of anterior cingulectomy 
with the aim of excising or isolating the anterior gyrus 
cinguli (Brodmann’s Area 24), carried out by open or 
blind operation in 17 patients, resulted in a reduction 
of aggressive behaviour, agitation, and motor hyper- 
activity in the patients, while the rages of chronic 
epileptics ceased. The subjects’ intelligence remained 
unimpaired. Extraverted psychotics responded to 
cingulectomy better than to prefrontal topectomy. It is 
stressed that cingulectomy did not cause pefsonality 
changes such as have been observed after prefrontal 
operations. E. Stengel 
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Dermatology 


183. Cyclic Estrogenic Hormone Therapy of Acne 
Vulgaris. Use of the Vaginal Smear Technique in 
Evaluation and Treatment 

D. Torre and M. M. Kiumpp. Journal of the American 
Medical Association [J. Amer. med. Ass.| 164, 1447-1450, 
July 27, 1957. 1 fig., 16 refs. 


On the assumption that oestrogen therapy improves 
acne vulgaris the authors gave cyclic ‘“ premarin” 
therapy to 42 female patients aged 11 to 30 (average 
14-1) years for periods ranging from 1 to 18 months. 
(Premarin is a- preparation of conjugated oestrogenic 
substances.) A control group (8 patients) received a 
placebo only, while 30 of the test group were given 
placebo and oestrogen therapy alternately without the 
patients’ knowledge. The effect of the premarin on 
ovarian function was judged by estimation of the vaginal 
cornification index using the Schorr modification of the 
Papanicolaou stain, while its influence on the acne was 
gauged by making periodic pustule counts. Premarin 
was given by mouth for the 14 days before the expected 
date of the menses, the initial daily dose of 1:25 mg. 
being increased by 1:25 mg. with each successive cycle 
until a clinical response in the acne was obtained or 
normal cornification was observed. The dose was then 
reduced by similar successive steps as long as the im- 
provement was maintained. The authors consider that 
they obtained a good response in 57% of the patients 
given oestrogen therapy, none of the control subjects 
improving to the same extent. 

It js notable that, as judged by the authors’ criteria 
and the findings in this series, only 28°% of female patients 
with acne vulgaris have normal ovarian function. 

[Since the authors’ control studies were vague, their 
criteria of improvement inadequate, and the duration of 
the various treatment schedules not properly defined, 
their conclusions do not appear to rest on a very firm 
basis. ] Allene Scott 


184. Newer Antibiotics in the Treatment of Acne 

L. FRANK and C. Stritz_er. Antibiotic Medicine and 
Clinical Therapy [Antibiot. Med.] 4, 419-421, July, 1957. 
10 refs. 


Antibiotics are known to be effective in the treatment 
of acne, and in this paper from the College of Medicine, 
New York City, and State University of New York, 
Brooklyn, an investigation of some of the newer anti- 
bioticsisreported. A total of 211 patients with acne were 
tested with oleandomycin, a combination of oxytetra- 
cycline (67%) and oleandomycin (33%), tetracycline 
(67%) with oleandomycin (33°%), novobiocin, and a 
combination of equal parts of novobiocin and tetra- 
cycline. The dosage was 250 mg. 4 times a day for 4 
days and then 250 mg. daily for a total of 8 weeks; 
topical treatment was given at the same time. In addi- 
tion 15 other patients received 1 g. of neomycin daily 
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for one week. All the drugs except neomycin were 
effective, but exacerbations often occurred when the 
treatment was stopped. Side-effects were, in general, | 
uncommon, but in 4 patients a morbilliform eruption \ 


developed. The combinations of the antibiotics gave me 
better results than any one antibiotic alone. In the and 
authors’ view the absence of improvement with neo- at] 


mycin showed that the action of the other antibiotics was 
not by way of the intestinal flora, but probably througha | mill 


suppressive effect on infection in plugged sebaceous com 
follicles. E. Lipman Cohen 
185. The Treatment of Dermatoses of Psychogenic a 
Origin with “Bellergal” a 
I. J. RoparGce and L. Carrick. Antibiotic Medicine aa 
and Clinical Therapy {Antibiot. Med.] 4, 397-402, July, ; d 
1957. 14 refs. tal 

At Wayne State University, Detroit, Michigan, 54 | ¢h.r 
patients suffering from various dermatoses believed to be | yo) 
psychogenic were treated with “ bellergal”’, one tabletof | 4 4; 
which contained 20 mg. of phenobarbitone, 0-1 mg. of | p, g 
the laevorotatory alkaloids of belladonna leaf, and 03 j, 
mg. of ergotamine tartrate, the dosage being 3 or 4 the | 
tablets daily. 

The best results were obtained in patients suffering 
from neurodermatitis, the response being good in 18 out 
of 31. In atopic dermatitis and generalized cryptogenic 183. 
pruritus the results were poor. Altogether 23 patients | lytic 
showed an excellent or good response, and were then | A. F 
given a placebo in tablets identical with the tablets of | /.]2 


bellergal; in 6 of them the condition flared up, but in in 
the remainder the improvement was maintained. Side- 


effects were mild; one patient complained of tingling of | cyry, 
the fingers and 6 of drowsiness. _E. Lipman Cohen betw 
haen 

186. Hidradenitis Suppurativa. Its Etiology, Patho- | mp, 
genesis and Specific Vaccine Therapy. [In English] To 


T. BENEDEK. Acta dermato-venereologica [Acta derm- 
venereol. (Stockh.)| 37, Suppl. 37, 1-47, 1957. 26 figs., 
bibliography. 

In this paper from Loyola University, Chicago, the 
literature on hidradenitis suppurativa is extensively 
reviewed and the findings in 82 patients (40 males and 
42 females) seen over a number of years discussed. The 
apocrine sweat glands, the normal anatomy and physi- 
ology of which are described, begin to function at the 
time of sexual maturity, but the author does not consider 
that this plays any part in the aetiology of hidradenitis 
suppurativa, which, he claims, is a haematogenous infec- 
tion not of the glands, but of the surrounding tissue with 
an endoparasitic bacillus. [The evidence for this 
is not clear.] Treatment (local, radiological, and sut- 
gical) is discussed, specific vaccine therapy being recom- 
mended. In some cases parenteral administration of 
vitamin A is required. S. T. Anning 
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Paediatrics 


187. Prematurity and Rickets 
S. Eek, L. H. GABRIELSEN, and S. HALVoRSEN. Pediatrics 
[Pediatrics] 20, 63-77, July, 1957. 4 figs., 17 refs. 


With the object of determining the effect of different 
nethods of feeding premature infants on the prevention 
and causation of rickets, the authors studied 69 infants 
ai Rikshospitalet, Oslo, whose weight at birth was less 
than 2,000 g., 21 of whom received human milk, 20 cow’s 


. milk, and 28 human milk with added dried skimmed 


cow’s milk. All the infants were carefully examined 
c! nically and radiologically, and in all the serum calcium, 
p osphorus, and phosphatase levels were determined. 
None of the infants developed recognizable rickets. In 
those fed on human milk the serum phosphorus level 
tcaded to be lower and the serum phosphatase level to 
bc higher than in those fed on cow’s milk. The addition 
oi dried skimmed cow’s milk to the human milk had no 
siznificant influence on these values. In all the infants 
there was a zone of rarefaction at the metaphysis in the 
nonatal period which, the authors consider, was due to 
a disturbance of ossification during the last weeks of 
piognancy. They conclude that the risk of frank rickets 
is a very small one, and is probably the same whether 
the baby is fed on human milk or on cow’s milk. 
R. S. Illingworth 


188. Liquor Amnii Studies in the Prediction of Haemco- 
lytic Disease of the Newborn 

A. H. C. WALKER. British Medical Journal [Brit. med. 
J.) 2, 376-378, Aug. 17, 1957. 2 figs., 2 refs. 


in 1956 Bevis (J. Obstet. Gynaec. Brit. Emp., 63, 68) 
pointed out that the spectrophotometric absorption 
curve for normal liquor amnii was almost a straight line 
between 600 and 400 my, but that when the baby had 
haemolytic disease an increased optical density at 450 
my, due to the presence of bilirubin, was found. 

To determine how accurately it was possible to predict 
hacmolytic disease in this way the present author exam- 
ined spectrophotometrically specimens of liquor amnii 
obiained by abdominal paracentesis from 101 sensitized 
thesus-negative pregnant women at St. Mary’s Hospitals, 
Manchester. Of the first 74 cases, aspiration was per- 
formed in 34 at the 32nd week and repeated fortnightly 
thereafter, whereas in the remaining 40, which were 
first seen late in pregnancy, aspiration was performed 
only after the 35th week. It was observed, however, 
that towards the end of pregnancy the liquor tended to be 
turbid, owing probably to the presence of vernix caseosa, 
and that in such cases the results were unreliable. The 
test was therefore restricted from then on to cases seen 
before the 35th week and a single aspiration only carried 
out. Analysis of the results for the whole series of 101 
cases shows that of the 61 tested before the 35th week a 
correct forecast of haemolytic disease in the baby was 
made in 56 (91-8°), while of the 40 tested later in preg- 
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nancy a correct forecast was made in only 20 (50%). 
The reasons for the 5 inaccurate forecasts obtained in 
early cases are discussed: in 2 cases there had been a 
considerable delay in testing the liquor, in one there had 
been inaccuracy in the dates and the specimen was 
probably actually taken after the 35th week, and in 2 
the disease in the baby was very mild. 

The author makes a plea for the retesting of the serum 
of Rh-negative patients to be carried out at 32 weeks and 
for prompt testing of the liquor amnii in all cases in 
which Rh antibodies are found. John Murray 


18% The Epidemiology, Treatment, and Prophylaxis of 
Interstitial Pneumonia of Infants. (Zur Epidemiologie, 
Therapie und Prophylaxe der interstitiellen Sduglings- 
pneumonie) 

S. von BERLIN-HEIMENDAHL and O. Goetz. Zeitschrift 
fiir Kinderheilkunde {Z. Kinderheilk.| 79, 680-720, 1957. 
14 figs., bibliography. 


The authors present a review of 379 cases of epidemic 
interstitial pneumonia in infants seen at the University 
Paediatric Clinic, Munich, during the period 1941-56. 
Of these, 328 were severe and 51 were mild. The usual 
period of incubation ranged from 6 to 8 weeks; the 
minimum period observed was one week, but whether 
this short period represented a special form of the disease 
could not be determined. Spread appeared to be by 
close contact rather than to be air-borne, and transfer of 
infection was possible not only during the prodromal 
period, but also during the first 4 weeks of the illness 
itself, which was highly contagious for susceptible sub- 
jects, one day’s exposure in a infected milieu sufficing 
to infect. Although the greatest incidence was in the 
summer months, the authors regard this as accidental. 

Associated conditions such as lung abscess, toxaemia, 
birth trauma, or sepsis affected the prognosis adversely; 
thus of 231 cases without serious associated conditions 
23% were fatal, whereas of 76 with such complications 
43°%% were fatal. Pneumothorax (13 cases) and media- 
stinal emphysema (15 cases) were also lethal complica- 
tions, over half of these 28 patients dying as a result. 
There were slightly more deaths among males (35°%) 
than among females (25%). The death rate was high 
in premature infants and lowest in heavier infants. Of 
the untreated cases, 42°% were fatal, but those treated 
with antibiotics other than “ leukomycin ” [?] showed a 
higher death rate (47%). The over-all death rate in 
those treated by x-ray therapy was 23° in contrast to 
39°% for all other measures—the authors consider this 
to be of statistical significance. There was no specific 
treatment for these cases, and absolute rest, oxygen 
therapy, and circulatory stimulants were the mainstay in 
their management. Morbidity was not influenced by 
prophylactic measures, although administration of 
gamma globulin in some cases appeared to lessen the 
risk of lethal complications. I. M. Librach 
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Medical 


190. Achondroplasia: an Account of the Condition in 
Northern Ireland 
A. C. STEVENSON. American Journal of Human Genetics 
[Amer. J. hum. Genet.| 9, 81-91, March, 1957. 9 refs. 


Data relating to achondroplasia are presented, col- 
lected in a manner parallel to those of Merch (1941) 
namely, by a complete ascertainment of living subjects, 
and by study of a series of cases recognised in hospital 
at birth. It is suggested that it is possible to distinguish 
three types of achondroplasia on genetic and clinical 
grounds. (1) A severe and almost invariably fatal con- 
dition usually recognised at birth and characterised by 
the parents being normal physically and of ages com- 
parable to those in the general population. The related 
pregnancies seem to be complicated to an undue extent 
by hydramnios. The achondroplastic subjects have a 
very low viability and an undue proportion have other 
developmental anomalies. Such children may represent 
‘** phenocopies ” or the expression of a fresh dominant 
mutation. (2) The most frequently recognised type of 
achondroplastic seems to be the living subject who does 
not appear to experience impaired viability at any age 
although the evidence about viability in the first year of 
life is scanty. Most such subjects appear to be deter- 
mined by fresh dominant gene mutations. The mean 
difference between paternal and maternal ages of these 
subjects is 7-2 years. This is significantly higher than 
the comparable figure for the parents of the subjects in 
(1) above and the mean difference of parental ages at 
marriage in Northern Ireland. When they have offspring 
by normal partners, the children are often affected. 
There is some doubt as to whether the expected propor- 
tion of half the offspring are affected but the data are 
scanty and it is impossible to test the hypothesis that 
any failure to reach the expected proportion of offspring 
is determined by a number of the surviving subjects 
being “‘ phenocopies”’. (3) There is suggestive evidence 
that a form of achondroplasia clinically indistinguishable 
from that mentioned in (2) above is also determined 
relatively infrequently by a recessive gene mechanism.— 
[Author’s summary.] 


191. A Family Reunion. A Study of Hereditary 
Hemorrhagic Telangiectasia 

R. M. Birp, J. F. HAMMARSTEN, R. A. MARSHALL, and 
R. R. Rosinson. New England Journal of Medicine 
[New Engl. J. Med.] 257, 105-109, July 18, 1957. 7 figs., 
9 refs. 


Genetical and clinical observations are reported on 
hereditary haemorrhagic telangiectasia in 4 generations 
of a very large family of which 32 members, or 19% of 
170 blood relations of the propositus, were found to be 
affected. All living members of the family were exam- 
ined by the authors, or by their own physicians according 
to a plan laid down by the authors. The propositus 
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was a 60-year-old man who had been seen repeatedly at 
the Hospital and Clinics of the University of Oklahoma, 
Oklahoma City. He had a 15-year history of recurrent 
massive epistaxes, tongue bleeding, and haematuria and 
had lesions on the lips, tongue, face, hands, and feet (of 
which photographs are reproduced). An _ extensive 
pedigree chart was constructed which supports previous 
conclusions that the condition is inherited as a simple 
autosomal dominant. There was no sex difference in 
the numbers of affected members and no evidence of a 
“‘ skipped generation ’’ when a parent had survived to 
the age of 30 years. No evidence of linkage was found 
between the gene for the telangiectatic condition and 
those for the antigens of the ABO, Rhesus, MNS, Lewis, 
Kell, or Duffy blood groups, the blood-typing data for 
26 of the 32 affected persons being given. 

The tendency of overt telangiectases to become in- 
creasingly manifest with age is demonstrated in a dia- 
gram showing the age distribution (by decades) of cases 
of telangiectasia in those families of which one parent 
had demonstrable disease, the proportion of affected 
members rising from nil in the first decade to more than 
one-half in the third decade and then falling off again 
[presumably as a result of fatalities]. It was noted that 
the face, lips, and nares were the most frequent sites of 
telangiectasis, and the nose by far the most frequent 
site of haemorrhage. 

An outstanding feature of this study was the coopera- 
tion which was received from the family. At the invita- 
tion of the propositus the authors attended two of the 
family’s annual reunions at which between 100 and 200 
persons were present, enabling much valuable data to 
be obtained. The attitude of the family towards their 
disease is summarized as follows. ‘“‘ This family showed 
a remarkable adjustment to a life-threatening malady. 
Clannish attitudes had been fostered that robbed hemor- 
rhage of its usual import. Independence and resource- 
fulness were given high value, and possible death from 
bleeding viewed objectively. Medical research into 
telangiectasia was encouraged by the group although 
there was no promise of immediate therapeutic gain.” 

[In studying the genetics of a condition which is not 
clinically manifest at birth the ages of both affected and 
unaffected members of pedigrees at the time of the survey, 
the age at death of deceased members, and the age of 


onset of the condition in affected members are of vital § 


importance. The inclusion of this information in the 
pedigree would have made this report a unique contribu- 
tion to genetic literature.] E. A. Cheeseman 


192. Hereditary Renal Disease Associated with Nerve 

Deafness and Ocular Lesions 

R. B. GotpsLoom, F. C. Fraser, D. M. 

ARONOVITCH, and F. W. WIGLESworTH. Pediatrics 

[Pediatrics] 20, 241-252, Aug., 1957. 3 figs., 36 refs. 
60 
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}23. Fluoride Domestic Water and Periodontal Disease 
A. L. Russet. American Journal of Public Health 
[imer. J. publ. Hlth) 47, 688-694, June, 1957. 1 fig., 
1! refs. 


The incidence of periodontal disease was studied in 
the following subjects: (1) two groups of children aged 


’ 7 to 14 years—one group living in a community where 


the fluoride concentration of the water was 1 p.p.m. 
and the other in a fluoride-free area; (2) two groups of 
acults aged 20 to 44 years—one group from an area with 
a fluoride concentration of 2-5 p.p.m. and the other 
from a fluoride-free area; and (3) two groups of adults, 
mean age of 54—one group consuming water with a 
fl:oride content of 8 p.p.m. and the other water with a 
fl:oride content of 0-4 p.p.m. The groups consuming 
water with the higher fluoride content had in all cases 
less gingivitis and other periodontal disease than those 
ccnsuming the lower concentrations. But the author 
cautiously states: ‘* Most of the differences were slight. 
They were not adequate to support a hypothesis that 
us: of a fluoride water results in improved health of 
periodontal tissues. The findings are, however, wholly 
incompatible with any hypothesis that the periodontal 
tissues Of children or of adults are harmed by use of a 
fluoride-bearing domestic water.” John Pemberton 


194. Experimental Data for Determination of the 
Maximum Permissible Concentration of Thiophos in the 
Water of a Reservoir. (SkcnepHMeHTanbHbie 
K O60CHOBaHHIO RONYCTHMOH KOHUECHTPa- 
THOoca B BOMOEMA.) 

G. A. Matov. Iueuena u Caxumapua [Gig..i Sanit.] 
3-9, No. 7, July, 1957. 3 figs., 13 refs. 


The author describes the general and toxic properties 
of thiophos (diethyl-p-nitrophenyl thiophosphate) and, 
on the basis of experimental evidence which is presented, 
proposes a figure for the maximum allowable concentra- 
tion of this substance in the water of reservoirs. 

Thiophos is a dark brown liquid with an offensive 
odour which is slightly soluble in water (50 to 100 mg. 
per litre). Administered in various ways it is toxic to 
animals in a concentration as low as a few mg. per kg. 
It is however non-cumulative. The main 
toxic effect is exerted on the parasympathetic and central 
nervous systems, on which it has a muscarine- and 
nicotine-like action, causing a lowering of the cholin- 
esterase activity and an accumulation of acetylcholine in 
the tissues. The substance is highly stable in aqueous 
solution. The effluent from factories producing thiophos 
may contain it and other complex thiophosphoric com- 
pounds having a mercaptan-like odour. 

The mean olfactory threshold for thiophos in solution 
was found to be 0-003 mg. per litre of water. In 
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dietary experiments on rabbits it was found that only by 
giving amounts of 5 mg. per kg. body weight or more 
was evidonce of toxicity produced, namely, failure to 
gain weight and lowering of the haemoglobin concen- 
tration. Doses of 0-5 to 1:0 mg. per kg. produced 
chronaximetric evidence of decreased cholinesterase 
activity. By the use of a radioactive indicator it was 
shown that a dose of 0-01 mg. per litre was harmless 
but that one of 0-5 mg. per litre was definitely toxic. 
The author concludes that the maximum allowable 
concentration of thiophos in water should be the same as 
the olfactory threshold concentration, namely, 0-003 
mg. per litre. Basil Haigh. 


195. Teeth of 5-year-old London Schoolchildren (1955). 
With a Comparison of Results Obtained from 1929 to 1955 
M. MELLANBY, H. CouMOoULOos, and M. KELLey. British 
Medical Journal [Brit. med. J.] 2, 318-322, Aug. 10, 1957. 
4 figs., 14 refs. 


A survey of the dental condition of 5-year-old children 
attending London County Council day schools begun 
in 1929 was repeated in 1955. Any roughness of the 
tooth surface was graded according to type and degree 
as gross hypoplasia (G—Hy), which is rarely found, or 
M-Hy;-3. The group of children considered caries-free 
or almost so included those who had up to 3 teeth 
which were carious to a very slight degree. Exami- 
nation of the teeth of 1,205 children revealed that the 
best surface texture was in the lower incisors (15-6°%% of 
centrals and 22% of laterals with M-Hy); in all, 59-1°% 
had M-Hy and only 3-1% had G-Hy. The pattern of 
the incidence and extent of caries resembled that observed 
in previous surveys, caries being least frequent in the lower 
incisors (5:2 to 5-3°%), and most frequent in the molars 
(70:2°%% in the lower second molars). The amount 
of caries increased with the severity of M—Hy (40% 
of non-hypoplastic teeth were carious compared with 
88°% of those with severe defects (M—Hy3)). 

Comparison with earlier surveys showed a rise in the 
percentage of children with caries-free and almost caries- 
free teeth from 4-7% in 1929 to 24-2% in 1943 and 37:5% 
in 1947, with a subsequent decline to 21-2% in 1955. 
The authors state that there has been a relative increase 
since 1943 in the amount of caries in the lower jaw (par- 
ticularly in the molars) as compared with the upper. 


_ Black or brown superficial staining appeared to inhibit 


caries, but green staining had the reverse action. Up to 
1947 surface structure of the teeth had improved, but 
from then onwards more M-—Hy was seen. 

Discussing the reasons for the early improvement and 
the later deterioration in the teeth of school-children 
the authors exclude the influence of fluoride in the water 
supply and oral hygiene, and do not consider that 
variation in sugar consumption had any major effect. 
It was suggested after the 1943 survey that dental 
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structure and health could be improved by extending 
the use of foods containing calcium and vitamins A and 
D. There is now evidence that such use has declined 
since 1948, this being a contributory factor to the 
increased incidence of caries. F.T. H. Wood 


196. Length of Survival of Rickettsia burneti in 
Infected Meat in Cold Storage. (BrnxuBaemoctb pHKKeT- 
cuit Bepueta B 3apa»xKeHHOM MACe B YCNIOBHAX KOHCep- 

V. A. Muxpoduonoeuu, Enudemuozo- 
u Ammyxobuonoeuu [Z. Mikrobiol. (Mosk.)] 43-45, 
No. 6, June, 1957. 12 refs. 

As one of the sources of Q fever in man is carcass 
meat, which is often preserved in brine (about 10% 
sodium chloride solution) in cold storage, the survival 
rate of the infective agent, Rickettsia burneti (Coxiella 
burnetii), in such solutions was studied at the Gamalei 
Institute of Epidemiology and Microbiology of the 
Academy of Medical Sciences of the U.S.S.R. Standard 
cultures of R. burneti were used, 0-001 g. of the micro- 
organisms being suspended in 10% salt solution and 
kept at ice-chest and room temperatures. At set 
intervals chick embryos 6 to 7 days old were inoculated 
from these suspensions. Embryos which died between 
the 6th and 14th days or which survived to the 14th day 
after inoculation were examined microscopically, and if 
rickettsiae were seen in the yolk sac fresh embryos were 
inoculated for confirmation. The experiments showed 
that under these conditions R. burneti is able to survive 
for at least 270 days at 4° C. and for 180 days at room 
temperature. 

In further experiments 6 guinea-pigs were inoculated 
intraperitoneally with 0-0001 g. of R. burneti. At the 
peak of the subsequent rise of temperature the animals 
were killed and the presence of rickettsial infection was 
established by inoculating fresh guinea-pigs with pieces 
of muscle. The skin and intestines of the original 
animals were removed under aseptic conditions and the 
cadavers kept, unsalted, in glass containers at 4° C. 
Specimens of muscle, spleen, and kidney taken from these 
carcasses after 8, 15, and 30 days were then tested for 
surviving R. burneti by inoculation intraperitoneally 
into fresh guinea-pigs, 6 animals being used for each 
test. Most of the inoculated animals developed a rise 
of temperature and their blood gave a positive comple- 
ment-fixation reaction after a variable incubation period. 
They were killed after 21 days and a further passage 
made through guinea-pigs in the same manner. In 
blood from 11 out of 21 guinea-pigs thus inoculated the 
complement-fixation reaction was positive to titres be- 
tween 1 in 10 and 1 in 1,280. Thus it was demon- 
strated that at 4° C. R. burneti survived in the unsalted 
carcasses of infected guinea-pigs for at least 30 days. 
In similar experiments the carcasses of infected guinea- 
pigs were kept at 4°C. in 10% salt solution, specimens 
of tissue being taken and tested for surviving organisms 
after intervals of 32, 45, 60, 90, and 150 days. Most of 
the inoculated guinea-pigs developed a rise of tempera- 
ture and a positive complement-fixation reaction, indi- 
cating that in salted meat kept at 4° C. R. burneti is able to 
survive for at least 150 days. 


The findings are reported as they are of considerable © 


importance in relation to public health control measures 
in the meat trade. K. Zinnemann 
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197. Epidemiologic Observations on an Outbreak of 

Aseptic Meningitis Due to ECHO Virus Type 6 

W. WINKELSTEIN, D. T. KARZON, A. L. BARRON, and 

N. S. HAyYNER. American Journal of Public Health 

[Amer. J. publ. Hlth] 47, 741-749, June, 1957. 1 fig., 

5 refs. ; 
The authors describe an epidemiological study of an 


outbreak of aseptic meningitis due to ECHO (enteric 
cytopathogenic human orphan) virus Type 6 which 


occurred in western New York State in the summer of ~ 


1955. The virus was recovered from stools, throat 
swabs, or the cerebrospinal fluid in 68% of 156 cases, 
It was also recovered from 50°% of household contacts 
with a history of minor illness, but from only 16% of 
household contacts without such a history. Among the 
patients with aseptic meningitis the ratio of males to 
females was 2:5:1. The course of the epidemic, familial 
incidence, age distribution, and geographical pattern are 
described. John Pemberton 


198. Localized Epidemics of Abacterial Meningitis, 


(Landschafts- und Kleinraum-Epidemien von abak- 


terieller Meningitis) 


J. BRocKHAus and I. Kruse. Monatsschrift fiir Kinder- 


heilkunde [Mschr. Kinderheilk.| 105, 241-246, July, 1957. 


5 figs., 26 refs. 


Epidemics of an abacterial form of meningitis clinically 
resembling poliomyelitis occurred in a number of country 
districts and small communities in Westphalia in the 
summer and autumn of 1956, when many parts of Ger- 
many and the neighbouring countries were similarly 
affected. An epidemiological study of 9 cases belonging 
to 4 households is reported which demonstrates the high 
contagiousness of the disease and from which the period 
of incubation is calculated to have been from 11 to 15 
days. 

The authors had the opportunity of observing cases of 
the disease in 46 male and 39 female children and 
adolescents at the Krankenanstalt Sarepta, Bethel, West- 
phalia. An analysis of 75 of these cases showed that 
22 had come from villages, 19 from suburbs and housing 
estates, 12 from small towns, and only 3 from a large 
town, the remaining 19 having been infected while in 
hospital. The spread of the infection seemed to be 
dependent both upon the density of the population and 
the absence of acquired immunity. While an abortive 
or inapparent form of infection produces a latent: epi- 
demic among the population of congested areas, the 
population of remote districts is less likely to acquire 
immunity in this way and is therefore much more suscept- 
ible to a more virulent infection. As epidemics of this 
disease sometimes originate in hospitals the authors 
recommend the strict isolation of all patients and supet- 
vision of the clinical and nursing staff. 
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The general clinical features in the present series of 
cases consisted in headache, sore throat, backache, 
vomiting, and pyrexia, the neurological signs observed 
including inéquality of the pupils, papilloedema, absence 
of the abdominal and tendon reflexes, tremor and ataxia, 
heid retraction, and neck rigidity. Disturbance of 
micturition occurred in several cases. Kernig’s and 
Brudzinski’s signs were positive. The cerebrospinal 
fluid (C.S.F.) had an increased content of cells, the 
number varying between 50 and 8,800 per c.mm., 
though without relation to the gravity of the case. 
Electroencephalography was carried out on 2 patients 
anid showed abnormalities suggestive of diffuse cerebral 
involvement. Despite intensive serological and viro- 
lovical investigation of both C.S.F.~ and blood, no 

 aeiological agent was isolated. Franz Heimann 


19). The Application of Modern Techniques to the 
Ditection of a Typhoid Carrier 

C. R. Murpock, and G. T. N. LAwson. 
Ovicer [Med. Offr| 98, 95-96, Aug. 16, 1957. 
6: ofs. 

‘n this highly instructive article the authors describe 
ho-v a typhoid carrier was tracked down by the public 
heslth authorities of County Down, Northern Ireland, 
afier causing 9 cases of typhoid fever over a period of 4 
ye.rs. Of these cases, 4 occurred in 1951, 3 in 1953, and 
2 i: 1954, all in the same district, and all were proved to 
be infected with Salmonella typhosa of Vi-phage Type C. 
In cach group of cases epidemiological inquiries showed 
thet the probable source of infection was a particular 
strcam (Stream 1). Many investigations of this stream 
by the swab technique of Moore (Monthly Bull. Minist. 
Hlih Lab. Serv., 1948, 7, 241, and 1950, 9, 72) and by the 
use Of selenite-F and Wilson and Blair’s media failed 
to demonstrate the presence of Salm. typhosa. Not until 
1954 was the secret revealed, when the 2 boys who were 
the patients in that year were taken, after recovery, to 
the area near Stream I where they had been playing 
and were asked to retrace their movements. It was 
then found that they had also drunk water from another 
stream in the vicinity (Stream II), investigation of which 
showed it to be infected with Salm. typhosa Type C. 
Inquiries of thé patients infected in previous years 
showed that at least 3 of them had had contact with 
Stream II. 

The infection was then traced upstream by the swab 
technique to a point where several pipes bearing effluents 
from different septic tanks discharged. Separate examin- 
ation of the effluents revealed one to be infected with 
Salm. typhosa Type C, and in one of the houses served 
by the pipe concerned a woman was found who had had 
typhoid fever in 1936 and whose faeces still yielded 
Salm. typhosa Type C. That this was the source of the 
continued infection was clear when examination of the 
faeces of all the other residents whose sewage drained 
into the affected effluent proved to be negative. 

It is concluded that even with the great advantage 
of modern techniques accurate history taking is still of 
the greatest importance in epidemiological work [as 
indeed it is in clinical work]. H. Stanley Banks 


Medical 
1 fig., 
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200. A Preventable Outbreak of Poliomyelitis 

A. PECZENIK and D. W. DuTtTweILer. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.| 100, 
108-112, July, 1957. 1 fig., 3 refs. 


From 2 out of 6 separate housing estates near Salzburg 
for families of U.S. Service men, 8 cases of suspected 
poliomyelitis were admitted to hospital between May 11 
and June 17, 1955. In each case a routine “‘epidemio- 
logical case history ” was obtained at the time, but these 
inquiries failed to reveal any environmental sanitary 
defects. In only 5 of the 8 cases was the diagnosis con- 
firmed either clinically or by laboratory investigation. 
Of these 5 patients, aged 2 to 7 years, one had bulbar 
poliomyelitis, 3 had other paralytic forms of the disease, 
and one had the non-paralytic form. 

The case which was believed to have been the first was 
missed at the appropriate time.: It was the practice to 
discontinue elective surgical operations on children 
between June 1 and October 31, and this resulted in a rush 
of admissions in May. A girl aged 6} years had tonsils 
and adenoids removed on May 6 and was discharged 
on May 13, 2 days after her brother, aged 4, was admitted 
with clinical signs of poliomyelitis (Case 1). The girl 
was then observed to have a slight limp, and the parents’ 
response to a questionary revealed a typical history of 
poliomyelitis in the girl 7 days before she was admitted 
for the throat operation. Case 2 occurred in a girl of 5 
who was in hospital for a similar throat operation from 
May 4 to 7 and in a bed adjoining the patient who had 
had poliomyelitis before admission. She developed the 
disease on May 23 and is believed to have passed on the 
infection to 3 playmates, aged 7, 2}, and 2 years, in whom 
the disease was diagnosed on May 29 and 31 and June 
14 respectively. 

The present authors consider that as soon as the missed 
case was recognized passive immunization with gamma 
globulin of selected contacts should have been carried 
out and might have protected the patient in Case 2, 
who was in an early stage of incubation at that time. 
Further, a period of quarantine after Case 2 might poss- 
ibly have prevented the 3 subsequent cases in contacts. 

J. Cauchi 


201.- Pharyngo-conjunctival Fever. School Outbreaks 
in England during the Summer of 1955 Associated with 
Adenovirus Types 3, 7, and 14 : 

E. J. C. KENDALL, R. W. Rippie, H. A. Tuck, K. S. 


_ Ropan, B. E. ANDREws, and J.C. MCDONALD. British 


Medical Journal (Brit. med. J.] 2, 131-136, July 20, 1957. 
3 figs., 16 refs. 


In the summer of 1955 outbreaks of an acute illness 
affecting the upper respiratory tract and conjunctivae 
occurred at 7 public schools for boys in southern 
England, the majority of the cases (169) being seen at 
Lancing College and Epsom College. The clinical pat- 
tern in these 169 cases was fairly constant. The illness 
was characterized by sudden onset with fever for 3 to 
5 days, sore throat, blocked nose,.enlarged cervical 
lymph nodes, painless conjunctivitis, and absence of any 
lower respiratory tract involvement. Digestive dis- 
turbances—namely, diarrhoea and abdominal pain— 
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were present in a few instances. The condition cleared 
up without any complications. The authors state that 
the course of the illness appeared to be unaffected by 
administration of antibiotics. 

Paired specimens of serum were available from 91 
boys, and a fourfold or greater rise in complement- 
fixation titre against strains of adenovirus was observed 
in 52 cases. The virus was isolated from 25 out of 42 
cases in 5 schools in which this was attempted; from the 
results it was concluded that three of the outbreaks 
were due to Type-3 adenovirus, one to Type 7, and one 
to Type 14. 

All 7 outbreaks occurred during a dry and warm 
summer, but there was no evidence of a generalized 
epidemic. The sequence of cases was easily studied in 
the boarding schools, but no pattern of spread was 
apparent. The incubation period was probably 5 to 
7 days. There was some evidence to suggest that the 
maximum incidence was at 13 to 15 years; in 3 schools 
where the influence of age on susceptibility was studied 
it was found that the attack rate fell with increasing age. 

John Fry 


- 202. Observations on an Outbreak of Infectious 


Hepatitis: Failure to Apply Accepted Control Measures 
A. PeczENIK and D. W. DutrweliLer. A.M.A. Archives 
of Internal Medicine [|A.M.A. Arch. intern. Med.] 100, 
101-107, July, 1957. 1 fig., 11 refs. 


A small outbreak of infective hepatitis occurred during 
the four months April to July, 1955, in a population of 
some 2,600 persons at a military depot with a hospital, 
and 20 cases were investigated by the authors 2 months 
later. Of these 20 cases, 5 occurred in a family of 7 and 
another 3 in a family of 4. The first 4 connected cases 
were in children of school age, and it was found inciden- 
tally that an attendant in the school cafeteria had been 
treated for general malaise and vague abdominal pains 
since early March, 1955, without a diagnosis having been 
made, but unfortunately this subject was not available at 
the time of the investigation. In 14 cases there was 
** suspicious epidemiological connexion ”. The probable 
spread of the infection and the time of onset of symp- 
toms are shown in a diagram, which includes, as well as 
the 20 cases, one case which closely preceded, but was 
thought to have had no connexion with, the outbreak. 
It is believed that 3 of the 20 cases investigated were 
sporadic. 

The authors consider that 8 of the 14 interrelated 
cases might have been prevented by early and thorough 
epidemiological investigation, retention of the other 6 
patients in hospital for a minimum of 4 weeks, and 
prophylactic immunization of all intimate contacts with 
3 ml. of immune serum globulin. The criterion for dis- 
charge of patients who have had infective hepatitis 
should be improved liver function and not merely 
disappearance of symptoms. J. Cauchi 


203. The Present Status of Prophylactic Immunization 
against Influenza 

C. H. Sruart-Harris. British Medical Journal [Brit. 
med. J.] 2, 777-779, Oct. 5, 1957. 18 refs. 
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204. The Neurological Syndrome and the Electro- 
encephalogram in Occupational DDT Poisoning. (La 
sindrome neurologica e l’elettroencefalogramma nella 
intossicazione professionale da D.D.T.) 

T. Sessa and C. Serra. Folia medica [Folia med. 
(Napoli)] 40, 447-461, June, 1957. 6 figs., 46 refs. 


In 9 patients who had been exposed to massive in- 
halation of DDT symptoms of severe intoxication 
developed 2 to 3 months later, with headache, giddiness, 
disturbances of vision, hearing, and olfactory sense, 
tremor, psychomotor agitation, increased tendon reflexes, 
and loss of consciousness. In each case the authors 
found changes in the electroencephalogram and blood , 
chemistry which pointed towards a central effect of the 
poison. The clinical and laboratory signs of subcortical 
damage diminished slowly over a period of months. 

_ Michaelis 


205. Hygienic Evaluation of Insecticides and Fungicides 
in Compliance with the Requirements of Industrial 
Hygiene. (O oyeHKe HHCeKTOdyHru- 
B CBeTe Tpe6oBaHHH Tpyma.) 

L. I. Mepvip. [ueuena u Caxumapua [Gig. i Sanit.] 
9-15, No. 7, July, 1957. 


This article describes the measures adopted in the 
U.S.S.R. for the prevention of poisoning by agricultural 
insecticides and fungicides, the production of which 
increased from 7,000 tons in 1927 to 264,000 tons in 
1957. The first case of poisoning occurred in 1927, and 
was due to an arsenical preparation. The number of 
notifications of poisoning rose to a peak in 1929-31 as 
a result of the introduction of pre-sowing spraying. In 
1931 the Russian labour directorate introduced safety 
regulations dealing with care of the health of the opera- 
tors, mechanization of the process, and education in 
the use of the equipment. 

The author states that with the introduction of new 
organic phosphorus and chlorine compounds stricter 
precautions were required. New preparations can now 
be used in agriculture only with the sanction of the chief 
State sanitary inspectorate, which is not given until 
investigation of the preparation has been carried out at 
hygiene research centres; 19 new centres of this type 
were opened in the period 1955-7. Some of the remain- 
ing defects in the system are discussed, such as the lack 
of standardization between various centres in their 
methods of investigation of insecticides and in the-inter- 
pretation of results. Moreover, the toxicity of a com- 
pound varies considerably with the method of its applica- 
tion in practice, the vehicle in which it is marketed, the 
meteorological conditions at the time of application, 
and the type of apparatus used. All these factors must 
therefore be taken into account when assessing toxicity. 

The author concludes by recommending that separate 
laboratories devoted solely to investigation of insecticides 
should be set up in hygiene institutes and that facilities 
should be provided there for field trials in which the 
actual conditions of use of the insecticides can be closely 
reproduced. Basil Haigh 


legal 
inter 
clini 
mon 
an @ 


pathe 
causil 
do 
are la 
as an 
of abs 
(2) th 
expul: 
tions; 
He pc 
in lege 
with f 
explan 
of cri 
In this 
presen 
rhage, 
in the 
crimin: 
comm« 
8% 0 
ing the 
be pre 
Placent 

The 
Patholc 
various 
classific 
examin 
author 


F 


| 
4 
206 
Dia: 
Abo 
: rent 
patk 
M. 
crim 
1957 
In 
‘abor 
4 
a 
appr 
taker 
nai « 
be th 
categ 
Th 
(1) le 
dente 
q termi 
4 exam 
of a7 
| 
| 
ad 
4 


until 


Forensic Medicine and Toxicology 


206. Contributions to the Study of the Differential 
Diagnosis between Induced and Pathological (Spontaneous) 
Abortion. (Contributions 4 l’étude du diagnostic diffé- 
rentiel entre V’avortement provoqué et l’avortement 
pathologique (spontané)) 

M. M. KERNBACH. Annales de médecine légale et de 
criminologie {Ann. Méd. lég.| 37, 75-100, March-April, 
1957. 10 figs., 18 refs. 


In this paper the author discusses the question of 


‘abortion in extenso, emphasizing that from the strictly 


legal point of view the term “‘ abortion ” is applicable to 
interruption of pregnancy at any stage, even though 
clinically it is called ‘* premature birth” after the 6th 
month of gestation. Pathological abortion always has 
an endogenous cause which can be investigated and the 
appropriate prophylactic and therapeutic measures 
taken, whereas induced abortion is the result of exter- 
nai causes. This fundamental difference must always 
be the guide in differentiating between these two main 
categories. 

The author classifies induced abortion in three groups: 
(1) legal—for therapeutic or eugenic reasons; (2) acci- 
dental—due to external causes, but without intent to 
terminate pregnancy; and (3) criminal. He then 


examines the symptomatology of abortion-on the basis — 


of a 7-year survey of 500 cases (criminal, 270; legal, 140; 
pathological, 90), emphasizing the fact that methods of 
causing criminal abortion are now being used which 
do not always leave traces, so that if traumatic lesions 
are lacking recourse must be had to the symptomatology 
as an aid to differential diagnosis. Clinically, the process 
of abortion may be divided into (1) the prodromal stage; 
(2) the incipient (incomplete) stage; (3) the stage of 
expulsion (complete abortion); (4) the stage of complica- 
tions; and (5) the stage of evolution and involution. 
He points out that the prodromal stage does not exist 
in legal or, usually, in criminal abortion, but if it is short, 
with fever and rigors, and there is no other adequate 
explanation of the patient’s grave state, the diagnosis 
of criminal abortion can be made with confidence. 
In this stage pain due to uterine contractions is always 
present, appears suddenly at the same time as the haemor- 
thage, and is often accompanied by a feeling of stiffness 
in the back. Unless there is a subsequent curettage 
criminal abortion is always incomplete. The most 
common complication is infection, which was present in 
75%, of the criminal cases.. The importance of examin- 
ing the cervix is emphasized, as softening is unlikely to 
be present in such cases. The histopathology of the 
placenta may help in the differential diagnosis. 

The histories of several cases, with 4 examples of 
pathological histology, are described to illustrate the 
various points made by the author, and a detailed 
classification in tabular form is given of all the various 
examinations needed for a medico-legal diagnosis. The 


author concludes by pointing out that in the differential 
F 65 


diagnosis between pathological and criminal abortion it 
is only after consideration of all the facts that it is possible 
to formulate an idea as to the possible cause. 

W. K. Dunscombe 


207. Physical and Chemical Methods for the Estimation 
of the Time of Death. [In English] 

F. Lunpquist. Acta -medicinae legalis et socialis [Acta 
Med. leg. soc. (Liége)| 9, 205-213, 1956. 22 refs. 


208. The Anti-human-globulin Test for the Specific 
Identification of Blood. (Il test con anti-globulina umana 
per la diagnosi specifica di sangue) 

A. DELL’ERBA. Minerva medicolegale [Minerva med.- 
leg. (Torino) 77, 76-80, May-June, 1957. 21 refs. 


209. Chemical Findings in Patients with Acute Non- 
fatal Barbiturate Intoxication 

I. SuNsHiINE and E. Hackett. Clinical Chemistry 
(Clin. Chem.] 3, 125-134, June, 1957. 7 figs., 26 refs. 


The authors present, from Western Reserve University, 
the findings in 44 cases of barbiturate poisoning which 
had been admitted to various hospitals in Cleveland, 
Ohio. Blood and urine specimens were analysed 
periodically, and when possible the urine was collected 
in such a manner that renal clearance of barbiturate 
could be calculated; the chemical findings were correlated 
with ‘the clinical state of the patient. Recovery was 
denoted by the ability to respond to questions, even 
though the patient was still lethargic and sleepy. 

Recovery from phenobarbitone intoxication occurred 
when the blood level of the drug had fallen to 4-0 to 
5-5 mg. per 100 ml. Corresponding figures for amylo- 
barbitone were 2:0 to 2-5 mg., pentobarbitone 1-5 to 
2-5 mg., and quinalbarbitone 1-2 to 1-7 mg. per 100 ml. 
Severe intoxication was noted when the blood level of 
amylobarbitone exceeded 5-5 to 6:0 mg. per 100 ml. 
and that of pentobarbitone and quinalbarbitone exceeded 
3-5 mg. per 100 ml. Since the blood barbiturate concen- 
tration fell exponentially against time the authors cal- 
culated the half-life of the drugs to be as follows: pheno- 
barbitone 72 hours, amylobarbitone 25 hours, and pento- 
barbitone 20 hours. Urinary barbiturate analyses gave 
no indication of the degree of depression of the central 
nervous system, but merely indicated that a barbiturate 
was being excreted. Renal clearance of barbiturates 
was greater with a higher urine flow, but no urine flow 
greater than 4 ml. per minute was attained in any patient 
in this study. The total amount of barbiturate excreted 
in the urine was never very high, ranging from 50 to 60 
mg. per day for the short-acting barbiturates to 180 mg. 
per day for the longer-acting ones. Potentiation of the 
effects of the barbiturates was seen when alcohol or 
chlorpromazine had been taken at the same time: In- 
vestigation of the patient’s tolerance of the drugs also 
resulted in atypical findings Norval Taylor - 
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Anaesthetics 


210. Fainting and Cerebral Damage. A Danger in 
Patients Kept Upright during Dental Gas Anaesthesia and 
after Surgical Operations 

J. G. Bourne. Lancet [Lancet] 2, 499-505, Sept. 14, 
1957. 3 figs., bibliography. 


From the replies to a questionary sent to 386 dentists 
in 1955 the author judges that each year in the United 
Kingdom there are some 500 cases in which recovery 
of consciousness is delayed after nitrous oxide 
anaesthesia in the dental chair. He briefly describes 5 
of these cases and a further 9 coming to his notice in 
which death occurred during and after dental anaes- 
thesia. Reviewing this. material he concludes that the 
delayed recovery and the deaths were most probably 
due to hypoxia resulting from the maintenance of the 
sitting position during syncope, and possibly exacerbated 
by restriction of oxygen in the anaesthetic mixture. 

To test this hypothesis an investigation was carried 
out on 15 patients attending St. Thomas’ Hospital, 


London, for dental extractions under general anaesthesia. © 


The blood pressure was measured by means of an in- 
dwelling needle in the brachial artery and a capacitance 
manometer, and the oxygen saturation was determined 
with an ear oximeter. In 2 patients who fainted before 


anaesthesia was started systolic pressures as low as 40 
mm. Hg were recorded. A third patient fainted after 


40 seconds of anaesthesia, when the heart rate fell to 60 
beats per minute and the blood pressure was only 30/15 
mm. Hg. The oxygen saturation at that time was 65%. 
Neither cyanosis nor pallor was observed, and the 
administration of the anaesthetic appeared to be satis- 
factory. When the fall in blood pressure was reported 
by the operator of the capacitance manometer the 
nitrous oxide was replaced by oxygen and the patient 
placed in the supine position. Full consciousness then 
returned, but the patient showed extreme pallor and 
sweating for some time, and complained of nausea. 

It is pointed out that fainting is normally a trivial 
complaint since consciousness returns when the subject 
falls down or is laid flat. If the subject remains up- 
right the cerebral blood flow may be arrested. The 
available reserves of oxygen within the brain suffice for 
only 10 seconds and thereafter anoxia of the brain is 
absolute. Since it is held by many that anoxia lasting 
2 minutes will result in permanent damage to the brain, 
it is apparent that syncope in the dental chair is poten- 
tially dangerous. It is also pointed out that restriction 
of oxygen in the inspired gas mixture not only lowers 
the reserve of oxygen available in the event of circulatory 
standstill, but may itself predispose to fainting. 

The author considers that syncope is probably a 
feature of the “ saturation ” technique of dental anaes- 
thesia, and concludes with a plea for early recognition 
of syncope and its treatment by placing the patient in 
the supine position. J. F. Nunn 
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211. The Use of Ganglion-blocking Drugs during Neuro- 
logical Operations and in the Postoperative Period. 
(IIpuMeneune Npenapartos npu 
HM B Mocueonepa- 
WHOHHOM 

B. G. Ecorov and Z. I. Bonpocu Hetipo- 
xupypeuu [Vop. Nejrohir.] 3-9, No. 6, Nov.—Dec., 1956. 


After a preliminary review of the subject the authors 
discuss their own experience in the use of ganglion- 
blocking agents at the Institute of Neurosurgery, Mos- 
cow, over the period March, 1955, to June, 1956, during 


’ which time these drugs were used in 80 cases, including 


43 cases of “‘ arachno-endothelioma ”’ [that is, menin- 
gioma]. The preparations employed were two Soviet 
drugs, “‘ pentamin” and “ hexonium”’, and “ pendio- 
mide ” (azomethonium bromide). The results, as shown 
by the decrease in mortality and in the incidence of post- 
operative complications, were considered to be highly 
satisfactory. L. Crome 


212. Induction of Anesthesia in Patients Undergoing 
Thoracic Surgery: Experimental Studies in Volunteers 
with a Synthetic Steroid, *‘ Viadril ”’ 

O. Tone. Journal of Thoracic Surgery, [J. thorae. 
Surg.) 34, 56-62, July, 1957. 1 fig., 7 refs. 


The literature on the use of “‘ viadril ” (hydroxydione 
sodium succinate) is reviewed, and experience of the 
administration of this drug to 21 patients subjected to 
thoracic surgery is reported in this paper from the 
Hospital Sanatorio Nacional Santa Clara, Bogota, 
Columbia. At this hospital the usual anaesthetic tech- 
nique is induction with up to 300 mg. of thiopentone 
and 6 to 9 mg. of tubocurarine, followed by oxygen fora 
few minutes until the patient, is completely relaxed, 
when intubation is performed and anaesthesia main- 
tained with ether and oxygen. In the 21 cases described 
hydroxydione was substituted for thiopentone, 500 mg. 
in a 2°5% solution with 2 ml. of 1% procaine being 
injected intravenously. In spite of the alkalinity of the 
solution (pH 8-5 to 9-8), there was no pain during or 
after the injection. Premedication was with a bar- 
biturate by mouth 14 hours before operation, followed 
by 10 mg. of morphine with 0-25 mg. of scopolamine 45 
minutes before induction. In one patient with bronchial 
asthma a ganglioplegic drug replaced the barbiturate. 

Induction with hydroxydione, injected slowly in the 
first few cases but rapidly in the majority, took 4 to 5 
minutes. Laryngospasm and apnoea did not occur and 
muscular relaxation was good. The author found that 
intubation without a relaxant was impossible because of 
struggling. Slight tachycardia always occurred, and 
there was a slight fall in blood pressure; in 2 cases 4 
more profound hypotension required the use of a vaso- 
pressor drug. Urticaria developed in 3 patients, but dis- 
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appeared spontaneously in 15 minutes. All the patients 
returned to bed awake or at least with the laryngeal 
reflex active; only 2 vomited. Small amounts only of 
analgesics were required during the first 2 days after 
operation; 2 patients were unusually sleepy and 
depressed for 2 days. 

For experimental purposes 6 volunteers received 500 
mg. of hydroxydione in a 2:5°% solution with procaine 
added as above but without premedication, the injection 
being given over a period of one minute. The electro- 
cardiogram showed little significant change, although a 
transient tachycardia and slight hypotension occurred 
in all 6 cases. The only biochemical change was a slight 
increase in the blood potassium level with a slight decrease 


jin the blood sodium level, but this was within normal 


limits. Sleep began 4 to 5 minutes after the injection 
and lasted for 15 to 45 minutes. One subject showed 
* bradypsychia ” and did not lose consciousness. The 
drug had no action as a “ truth serum”. There was no 
evidence of excitement or vomiting, but all the subjects 
complained of great hunger on recovery. 

(These findings merely confirm what is already known 
about hydroxydione sodium succinate. ] 


D. D. C. Howat 


213. Imadequacy of General Anaesthesia for Abdominal 
Operations. A Possible Solution 


R. E. Loper. Lancet [Lancet] 2, 468-470, Sept. 7, 1957. 
7 refs. 


The author believes that with the use of orthodox 
light general anaesthesia and muscle relaxants the patient 
undergoing major abdominal surgery may still exhibit 
signs of inadequate protection of the autonomic nervous 
system, and cites in particular the occurrence of pallor 
and sweating, postoperative mental exhaustion, and 
sudden hypotension in these patients in response to 
surgical stimulation. 

Working at the Peterborough Memorial Hospital, 
Northants, he has investigated the effect of combining 
local block of the regional autonomic nerve supply with 
light general anaesthesia in 100 consecutive patients, of 
whom 40 were undergoing total hysterectomy, 32 gall- 
bladder and bile-duct operations, and 28 partial gastrec- 
tomy. In the cases of hysterectomy the anaesthetist 
performed low caudal block with 15 ml. of 1°% lignocaine 
and the gynaecologist locally anaesthetized the hypo- 
gastric plexus with lignocaine and as an extra precau- 
tion also each infundibulo-pelvic ligament. For the 
other two operation groups posterior splanchnic block 
was performed. It was later found that for complete 
success a vagal block was also necessary for the patients 
undergoing partial gastrectomy. General anaesthesia 
was induced with a sleep dose of thiopentone plus 20 to 
30 mg. of pethidine and 25 mg. of curare, and was 
maintained with endotracheal nitrous-oxide—oxygen (6:2) 
with circle absorption, further doses of curare being 
given as required. He found that when the autonomic 
block was successfully performed the patient’s condition 
remained unchanged throughout the operation and the 
Patient was “* awake, actively cerebrating, pink, and with. 
a dry skin ’” both at one hour and again at 6 hours after 
Operation. The procedure described is advocated for 
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all types of major intra-abdominal surgery, though other 
methods of blocking the autonomic nerve supply to the 
viscera involved may of course be preferred. 

[The 7 references given with the paper do not include 
the name of Crile.] Mark Swerdlow 


214. Halothane. A Clinical Assessment 
H. J. BRENNAN, A. R. HUNTER, and M. JOHNSTONE. 
Lancet [Lancet] 2, 453-457, Sept. 7, 1957. 3 figs., 12 refs. 


The authors present an analysis of 2,500 patients 
anaesthetized with “‘ fluothane ” (halothane) for a wide 
variety of operations at the Manchester Royal Infirmary 
and neighbouring hospitals. They consider that halo- 
thane is best administered from a calibrated vaporizer, 
using a Waters’s absorber. Premedication must include 
an adequate amount of atropine. Anaesthesia is induced 
with 2 to 3% halothane (or with 150 to 200 mg. of thio- 
pentone) and maintained with 1 to 2°% halothane, nitrous 
oxide, and at least 50° oxygen. This was found to 
give adequate relaxation for all procedures other than 
upper abdominal operations, in which suxamethonium, 
in repeated small doses, is the relaxant preferred. With 
concentrations of halothane below 2°% and in the absence 
of opiate premedication respiratory depression was not 
troublesome. Tachypnoea occurred frequently, but 
responded to the injection of pethidine. 

The authors believe that halothane has no direct action 
on the heart but that it depresses sympathetic nervous 
activity and activates the cardiovascular parasympathetic 
reflexes. The tendency to the development of hypo- 
tension under halothane is accentuated by posture, sud- 
den blood loss, and the use of ganglion-blocking agents. 
Two illustrative case histories are presented in detail. 
They conclude that halothane is a satisfactory agent for 
clinical anaesthesia and that it has several advantageous 
features. Mark Swerdlow 


215. Promethazine (‘‘ Phenergan ’’) Hydrochloride as 
an Adjunct to Anesthesia. Preliminary Clinical and 
Animal Studies 

G. A. Licurt, E. T. Mércu, R. ENGEL, and J. J. CUNNING- 
HAM. Journal of the American Medical Association [J. 
Amer. med. Ass.| 164, 1648-1650, Aug. 10, 1957. 2 figs., 
8 refs. 


Promethazine is of value as an adjunct to premedica- 
tion and anesthesia in several ways. It potentiates the 
action of barbiturates and opiates, it gives immediate 
sedation when administered intravenously during surgery 
with spinal, regional, or local analgesia, and it seems to be 
of appreciable value in the prevention of postoperative 
nausea and vomiting. Promethazine is also of value 
in the active treatment of postoperative nausea and vomit- 
ing. Postoperative excitement was quelled in 2 patients 
by the intravenous administration of promethazine. 
The drug also potentiates and prolongs the action of the 
opiates in relieving pain in patients with ineradicable 
malignancies. Prolonged drowsiness, the only un- 
toward clinical effect, may be desirable in some instances, 
but it may necessitate a prolonged sojourn in the recovery 
room. Ina busy clinic, this effect may be a disadvantage. 
The toxicity of this drug was found to be extremely low. 
—[Authors’ summary.] 
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RADIOTHERAPY 


216. Morphological Findings after Moving-beam 
Therapy of Carcinoma of the Oesophagus. (Morpholo- 
gische Befunde nach Bewegungsbestrahlung des Osopha- 
guskarzinoms) 

A. Propst. Strahlentherapie [Strahlentherapie| 103, 
224-248, June, 1957. 13 figs., bibliography. 


Intensive histological study at the University Patho- 
logical Institute, Graz, of biopsy and post-mortem 
material from 10 cases of oesophageal carcinoma treated 
by moving-beam x-ray therapy showed two distinct 
modes of tumour regression. The first was by ordinary 
necrosis, which was most marked at the centre, where the 
dose was highest, and which did not differ essentially 
from spontaneous necrosis; it is attributed to radiation 
damage to blood vessels. The second mode of regression 
was a late effect, occurring weeks or months after treat- 
ment and typically in the peripheral areas where single 
treatment doses had been about 150 to 200 r._ Here the 
necrosis gave a peculiar, lace-like, histological picture. 
There was visible severe nuclear damage, which is attri- 
buted to lethal mutations characteristically produced by 
the rays, and also reactive proliferation of vascular 
granulation tissue. Where the stroma was severely 
damaged and scarred, a special reaction was seen in the 
form of fibrillary reticular threads, thought to be formed 
directly from necrotic material without any active 


cellular participation. This is not a direct effect of 


radiation, but a reaction to necrosis. 

Discussing the implications for radiotherapy the 
author stresses the importance of fractionation, pointing 
out that large single doses carry more danger of fatal 
complications, whereas fractionation gives longer time 
for reactive scar tissue to form. If the lesion is large, 
the dosage distribution in rotation therapy tends to be 
too low at the periphery. J. Walter 


217. The Technique of Moving-beam Therapy of Car- 
cinoma of the Oesophagus. (Zur Technik der Bewegungs- 
bestrahlung der Osophaguskarzinome) 

E. Kaur. Strahlentherapie {Strahlentherapie| 103, 249- 
256, June, 1957. 4 figs., 29 refs. 


Treatment of oesophageal carcinoma has _ hitherto 
been little more than palliative. The optimal total dose 
is between 4,000 and 7,000 r; increasing the dose to 
10,000 r gives results hardly better. Improvement in 
results may be expected from greater attention to and 
treatment of lymph-node drainage areas, since most 
lesions have already metastasized before treatment is 
begun. A brief review is given of 31 cases treated by 
moving-beam therapy at the Central Roentgenological 
Institute. Graz, during the period 1954-6. Single doses 
of 200 r were later reduced to 150 r on the basis of the 
histological findings of Propst [see Abstract 216], and 
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a total dose of 4,000 to 6,000 r was aimed at. After 6 
to 8 weeks regional lymph nodes were treated by mul- 
tiple fixed fields, preferably posterior paravertebral in 
site in order to avoid damage to the lungs. 

Palliative results were very good; improved swallowing 
occurred in nearly half the patients, such improvement 
often actually beginning during treatment. In 5 cases 
the- period of survival has averaged 12:6 months. 
Examination of post-mortem material has shown per- 
sistent residues in the peripheral parts; other workers 
have noted the same finding even after a total dose of 
10,000 r. The author states that the chief complication 
is perforation, the danger of which, however, can be 
minimized by protracted fractionation, which encourages 
gradual scarring. Operable cases should undergo a 
preliminary course of preoperative radiation. 

J. Walter 


218. Telecurietherapy—After Five Years 

T. A. Watson. Journal of the Canadian Association of 
Radiologists [J. Canad. Ass. Radiol.| 8, 22-26, June, 
1957. 7 refs. 


The author has assessed the value of a radioactive 
cobalt (6°Co) telecurie therapy unit working at 80 cm. 
source—skin distance which was installed at the Saskatoon 
Cancer Clinic in August, 1951. Before the installation 
of this unit x-ray apparatus at 140, 200, and 400 kV, 
half a gramme of radium needles, radon, and ®Co wire 
were the means available for irradiation, while a 23-MeV 
betatron was also in experimental use. Later, in 1954, 
a 280-kV machine was installed. From 1950 to early 
in 1956 3,957 patients suffering from malignant disease 
were treated, the number of cases being fairly constant 
from year to year, as was also the distribution of the 
various types of cancer. A table shows the number of 
cases treated with each machine. The author is of the 
opinion that if the 23-MeV betatron had not been 


available, then the cases treated with it would most likely , 


have been treated with the Co unit. The 400-kV 
machine ceased to be used after 1952. 

Allowing for the ‘falling dose rate, the percentage of 
cases treated by the ©°Co unit remained constant, a total 
of 942 cases being treated. The author is of the opinion 
that the availability of the ©°Co unit did not alter the 
policy of treatment, and that medium and super-voltages 
and local sources of radiation are still needed. The 
main utility of the ©°Co unit was intermediate between 
that of the 200-kV apparatus and that of the super- 
voltage machines, and the author considers it of special 
value in the treatment of tumours of the head and neck 
because of the lessened risk of causing cartilage necrosis, 
but deep tumours, such as those of the oesophagus, lung 
or urinary bladder, are the obvious choice for supef- 
voltage irradiation. Of 405 cases of carcinoma of the 
breast, 327 were treated with the ©°Co unit, 71 of the 
remainder being treated at 200 to 280 kV and 7 at 400 kV. 
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Few cases of necrosis have been encountered in spite 
of the fact that dosage levels 8 to 10% higher than 
those used at conventional x-ray voltages were used in 
terms of roentgens, although the dosage rate in terms of 
rads was only 5% higher. E. D. Jones 


21¥. Interim Results of Cobalt 60 Therapy 
J. E. BENNET and R. J. WALTON. Journal of the Canadian 


Association of Radiologists [J. Canad. Ass. Radiol.] 8, 
27-30, June, 1957. 


The results obtained with a radioactive cobalt (6°Co) 
bem unit installed in 1953 at Winnipeg General Hospital 
are reported. It is pointed out that many cases were 
referred for radiotherapy only after other types of treat- 
ment had been tried—an exception being gynaecological 
cases—and that this accounts for the fact that only a 
small proportion of the total of 1,200 cases treated with 
the ©°Co unit are presented. 

The results of 111 cases of carcinoma of the cervix are 
tabulated by year and stage; these cases were treated 
initially by intracavitary radium by a modification of 
the Manchester method and then by the ®°Co beam. In 
the treatment of 11 cases of carcinoma of the buccal 
aspect of the cheek the beam was directed so as to miss 
the parotid on the opposite side. With regard to 47 
cases of carcinoma of the rectum the tables show that a 
dose of 2,000 to 3,000 r was given over 2 to 3 weeks; all 
these patients had undergone an abdomino-perineal 
excision and a useful degree of relief of pain and dis- 
comfort was considered to have been obtained. Of 18 
cases of carcinoma of the larynx, 12 were treated pallia- 
tively and 6 radically; in the latter cases 5 of the 6 
patients are alive with no evidence of recurrence. 
86 cases of bronchogenic carcinoma treated the dosage 
ranged from 1,200 to 6,000 r; the authors consider that 
an advantage of the Co unit is that the therapy, if 


carcinoma of the bladder were treated radically and 30 
palliatively, many of the latter being either inoperable or 
recurrent cases. The authors offer no definite con- 
clusions from this study, but state that they have been 
impressed by the usefulness of the ©°Co beam unit as a 
palliative instrument. E. D. Jones 


220. A Cobalt $0 Staby in Oral Carcinoma After Five 
Years 
D.H. THOMSON and I. H.Smitx. Journal of the Canadian 


Association of Radiologists [J. Canad. Ass. Radiol.] 8, 
31-35, June, 1957. 2 figs. 


Of 122 cases of oral carcinoma seen at the Cancer 
Foundation Clinic, London, Ontario, between 1952 and 
1955, 33 were treated by radium or radon-seed implant, 
10 by deep x-ray therapy, and 79 by ©°Co beam therapy. 
Of these last 79 cases, most of which were beyond the 
range of moulds or implants, 50 were treated radically 
and 29 palliatively. 

The authors’ conclusions are as follows. (1) Radio- 
graphic evidence of invasion of the mandible by tumour 
growth is not necessarily a contraindication to Co 
beam therapy; 4 such cases are discussed, 2 in some 
detail. (2) Recurrence of neoplastic disease following 
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x-ray therapy has been successfully treated by ®°Co beam; 
of 5 such patients, one died of the disease but 4 are alive 
and well. (3) In cases of invasion of an adjacent solitary 
lymph node inclusion of the node in the field of treat- 
ment may result in favourable initial regression; thus 
of 9 such patients, 7 are alive and well. (4) The optimal 
tumour response is obtained with doses of 6,000 to 
7,500 r delivered over 4 to 6 weeks; some exceptions to 
this general rule are mentioned. (5) Skin reactions are 
less than those caused by conventional x rays. (6) Muco- 
sal reaction is decidedly more variable from patient to 
patient for the same dose. (7) As is the case with other 
ionizing rays, certain types of oral carcinoma exhibit 
extreme resistance to ®°Co, and 3 such cases in the present 
series are described. It is concluded that in general 
the clinical response so far augurs well. E. D. Jones 
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221. Air Contrast Bronchography 

G. L. Haipak, B. CAPLAN, and W. H. MALONEY. Jour- 
nal of Thoracic Surgery [J. thorac. Surg.| 34,. 63-66, 
July, 1957. 3 figs., 4 refs. 


The authors claim that by using the water-soluble 
contrast medium “ dionosil ” (propyliodone), adequately 
heated (5 minutes in a sterilizer), shaken well, and injected 
under fluoroscopic control after intubation, high-grade 
bronchograms can consistently be obtained as a routine. 
In addition, the rapid injection of 150 to 200 ml. of air 
into each side after all the segments have been filled with 
the contrast medium produces good mucosograms. 

L. G. Blair 


222. Tuberculomas and Hamartomas of the Lung. 
Comparative Study of 66 Proved Cases 

J. M. Biever and J. H. Marks. American Journal of 
Roentgenology, Radium Therapy and Nuclear Medicine 
[Amer. J. Roentgenol.) 77, 1013-1022, June, 1957. 
9 figs., 19 refs. 


In a study undertaken at the New England Deaconess 
Hospital, Boston, the radiological appearances in 41 
proven cases of tuberculoma of the lung were compared 
with those in 25 cases of hamartoma of the lung. Over 
one-third of the patients with tuberculoma were under 
40 years of age, whereas only 1 of the 25 with hamarto- 
ma was in this age group. Of the 41 patients with 
tuberculoma, 8 had more than one such lesion; on the 
other hand the pulmonary hamartomata ‘in this series 
were invariably solitary. The authors emphasize that 
the size, shape, sharp delineation, and homogeneous 
appearance on the radiographs are not exclusive charac- 
teristics of either tuberculomata or hamartomata. All 
the tuberculomata in this series and 20 of the 25 hamarto- 
mata were subpleurally located; in the remaining 5 cases 
in the latter group an intrabronchial hamartoma pro- 


ducing atelectasis of the pulmonary segment concerned 


was present. Translucent areas in the lesions were 
noted in 14 of the cases of tuberculoma and in 2 of 
the cases of hamartoma, while calcification was rela- 
tively common in both groups, occurring in 11 of the 
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former and 3 of the latter. Drainage channels, appear- 
ing as prominent strands extending from the lesion to 
the hilum, were seen in 9 cases of tuberculoma but 
were not observed in any of the cases of hamartoma. 
A. G. Freeman 


223. Evaluation of Diatrizoate (Hypaque) in Peri- 
pheral Angiography and Aortography 

T. B. MAsseLt, S. M. GREENSTONE, and E. C. HERING- 
MAN. Journal of the American Medical Association [J. 
Amer. med. Ass.| 164, 1749-1752, Aug. 17, 1957. 2 figs., 
17 refs. 


A total of 100 injections of diatrizoate salts were given 
for vascular opacification in 83 patients. Local reactions 
were infrequent, and thrombosis did not occur. A mix- 
ture of the methylglucamine and sodium salts of diatri- 
zoate was better ,tolerated and gave denser shadows 
than the sodium salt alone. The authors emphasize that 
no experimental work has been carried out to determine 
the possible toxic effects on the spinal cord or renal 
tissues. L. G. Blair 


224. A Comparative Trial of Telepaque and Biliodyl in 
50 Cases 

A. Bryce and R. F. Cant. British Journal of Radiology 
[Brit. J. Radiol.| 30, 382-383, July, 1957. 3 refs. 


225. Radiologic Aspects of Operable Heart Disease. 
Ill. The Hazards of Retrograde Thoracic Aortography: 
a Survey 

H. L. Apsrams. Radiology [Radiology] 68, 812-824, 
June, 1957. 34 refs. : 


In an attempt to determine more exactly the hazards 
involved in retrograde thoracic aortography a questionary 
was sent from Stanford University School of Medicine, 


San Francisco, to 170 institutions in the United States, - 


Canada, England, France, Sweden, Denmark, Germany, 
and South America. Of the 104 institutions replying, 
only 59 performed thoracic aortography, and of these, 
41 supplied sufficient data to be subjected to analysis. 

This showed that there were 29 deaths in 1,706 examina- 
tions, a mortality of 1-7%. The death rate in 1,162 
cases in which a 70°%% concentration of contrast medium 
was used was about eight times as high as in the 370 
cases in which a 30 or 35°% solution had been used. In 
11 of the 29 fatal cases two or more injections had been 
given. Thus in general it appeared that many of the 
deaths occurred after a high total dose. The mortality 
following carotid injection was significantly higher than 
that after brachial injection. Although in some three- 
quarters of the cases the procedure was carried out under 
general anaesthesia, there was no evidence to suggest that 
this augmented danger. No clear correlation between 
the age of the patient and increased risk was apparent. 
About two-thirds of the patients who died were in poor 
condition at the time of the examination. The most 
frequent factor producing death was said to be brain 
damage, which was found in 9 cases. Technical factors 
relating to the positioning of the catheter apparently 
contributed to at least 6 of the 13 “‘ catheter fatalities ”’. 
Among the several reactions not resulting in death were 


hemiplegia with or without convulsions, which occurred 


’ in 19 cases, in 14 of which a 70% concentration of 


diodone had been used. 

The author makes the following recommendations 
designed to diminish the risk of the procedure. (1) Caro- 
tid compression should be used as a routine during 
the injection period. (2) A 70% concentration of the 
medium should never be used for infants and children 
under the age of 4; however, for most adults a 70% 
concentration will be required, but should be given with 
caution. (3) The dose of the medium should be kept toa 
minimum. For adults 20 to 30 ml. of a 70°% concentra- 
tion should be sufficient; to infants and children a second 
injection of 35°% solution may be given, but in adults it 
is advisable to avoid a second injection of the high 
concentration. (4) Carotid injection should not be 
employed as a routine procedure. (5) Although there 
is no statistical evidence that general anaesthesia increases 
the risk, local analgesia should be the choice when 
possible. (6) An opaque catheter is advocated; this 
must not be allowed to enter the innominate or carotid 
artery and if in the ascending aorta care must be exer- 
cised not to inject directly into a coronary vessel. (7) To 
avoid renal damage the patient should be well hydrated. 
(8) Sensitivity tests should always be carried out, although 
there seems to be little correlation between the results of 
such tests and subsequent major reactions. 

’ John H. L. Conway-Hughes 


226. Radiologic Aspects of Operable Heart Disease. 
IV. The Variable Appearance of Constrictive Pericarditis 
R. Herz and H. L. Asrams. Radiology [Radiology] 69, 
54-62, July, 1957. 5 figs., 18 refs. 


Analysis of the radiologic findings in constrictive 
pericarditis demonstrated that there is no “ character- 
istic’ roentgen picture. In spite of frequent, descrip- 
tions of a “small heart”, the cardiac silhouette may 
appear enlarged in many cases, and normal pulsation 
may be noted fluoroscopically and kymographically. 
Although pericardial calcification was demonstrated in 
only about half of the cases reported here, its presence 
is helpful when constrictive pericarditis is suspected. 
Commonly, the right ventricle, pulmonary artery seg- 
ment, and the hilar pulmonary arteries are enlarged, and 
pulmonary engorgement is apparent. 

-If constrictive pericarditis is indicated clinically, such 
observations as cardiac enlargement, cardiac pulsations 
within the normal range, and radiologic evidence of pul- 
monary artery and right ventricular enlargement should 
not be considered incompatible with that diagnosis.— 
[Authors’ summary.] 


227. Angiocardiographic Aspects of Constrictive Peri- 
carditis 

M. M. Ficuey and M. A. BaGsHaw. Radiology [Radi- 
ology] 69, 46-53, July, 1957. 8 figs., 11 refs. 


The diagnosis of constrictive pericarditis can usually 
be made from the results of relatively simple investiga- 
tions, but atypical cases do occur in which venous angio- 
cardiography can provide helpful information. At the 
University of Michigan the authors obtained angio- 
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cardiograms in 8 surgically verified cases of constrictive 
pericarditis, 6 of pericardial effusion, and 30 without 
evidence of pericardial disease. In 4 out of 5 patients 
with constrictive pericarditis the extraluminal soft-tissue 
thickness over the right auricle could be measured and 
was found to be 6 to 8-5 mm. thick, compared with 4 
mm. in patients without pericardial disease. Other 
findings in cases of constrictive pericarditis were loss of 
the normal convexity of the right lateral wall of the right 
auricle, which became straight or concave, and constancy 
of outline, suggesting some rigidity of the wall. Superior 
vena caval dilatation and localized dilatation of the 
inferior vena cava were frequently seen. Prolonged 
circulation time was also a feature. A marked increase 
in the width of the extraluminal soft tissues was noted 
in cases Of pericardial effusion, but there was no alteration 
in the right auricular contour, and other signs were 
present only in those cases in which the pericardial 
effusion was a complication of some other type of cardiac 
disease. D. E. Fletcher 


228. A Survey of Complications of Abdominal Aorto- 
graphy 

J. G. McAree. Radiology [Radiology| 68, 825-838, 
June, 1957. 5 figs., 32 refs. 


Analysis at the Johns Hopkins Hospital, Baltimore, 
of the 301 replies to a questionary sent to 450 radiologists 
and urologists in the U.S.A. revealed that of 13,207 
abdominal aortograms reported, only 375 were performed 
by the retrograde femoral catheter method, the catheter 
being inserted percutaneously in 234 of these cases; in 
the remaining cases in the series the translumbar needle 
technique was employed. - 

There were 37 fatalities (0-28°%) and 98 cases of serious 
non-fatal complications (0-74%). In 12 of the fatal 
cases death from renal complications occurred from 12 
hours to 13 days following aortography, the main cause 
being uraemia; there were in addition 27 serious non- 
fatal renal reactions. In cases in which renal damage had 
occurred radiographs had almost always shown a dis- 
proportionate amount of contrast medium entering the 
renal arteries, producing an abnormally dense and per- 
sistent nephrogram. It was noted that at centres where 
over 40 ml. of contrast medium was used the incidence 
of complications was trebled. In one-third of the cases 
with serious renal complications the medium was in- 
jected either directly into the renal artery or into the 
aorta at the origin of the renal artery. In 10 cases the 
damage occurred in patients with thrombotic aortic 
obstruction. 

There were 5 neurological fatalities in all and 24 
cases of neurological complications, the commonest 
manifestation being a transverse myelitis or paraplegia; 
most of these cases were not due to direct injection of 
medium into the spinal canal. The incidence when over 
40 ml. of contrast medium was used was more than twice 
the average. Also, the incidence of complications fol- 
lowing spinal analgesia was significantly higher than 
that with local or general anaesthesia, and was definitely 
lower when local analgesia alone was employed. Al- 
though many cases of haematoma were reported in the 
survey, in only 13 was this accompanied by shock, but 
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5 of these were fatal. Serious cardiovascular reactions 
occurred in 13 cases, of which 5 were fatal. In 7 out of 
10 instances intravenous thiopentone had been used 


-for anaesthesia. Of 10 cases of gastro-intestinal com- 


plications reported, 5 were fatal. In 3 cases injection 
was made directly into the superior mesenteric artery, 
resulting in 2 fatalities from gangrene of the bowel. 
In 10 cases in the survey complications were considered 
to be due to general anaesthesia with intravenous thio- 
pentone, and 3 of these were fatal. 

With the object of reducing the incidence of complica- 
tions the author recommends that: (1) a test film should 
be taken after injection of 5 ml. of the medium to guard 
against direct injection into the renal arteries or other 
branches of the aorta; (2) the aorta needle should be 
inserted at a high level, well above L2, or ‘alternatively 
well below the renal arteries if demonstration of the 
renal arteries or upper. aorta is not required; (3) local 
analgesia is preferable; (4) in all cases abdominal com- 
pression or the “two needle technique” should be 
avoided; (5) excessive amounts of contrast medium (over 
30 ml.) should not be used and as few injections should 
be made as possible; (6) a 20-minute pyelogram film 
should always be obtained in order to detect the pre- 
sence of retroperitoneal bleeding. He concludes by 
pointing out that severe reactions have responded 
dramatically to the intravenous infusion of preparations 
of cortisone. John H. L. Conway-Hughes 


229. Correlation of Anatomic and Roentgen Changes 
in Arteriosclerosis and Syphilis of the Ascending Aorta 
G. S. Lopwick and W. S. GLapstone. Radiology 
[Radiology] 69, 70-78, July, 1957. 10 figs., 10 refs. 


The radiological changes in syphilitic aortitis and 
arteriosclerosis were studied in 72 aortas obtained at 
necropsy at the Veterans Administration Hospital, Iowa 
City. The commonly held view that intimal calcification 
in the ascending aorta is usually due to syphilis was sub- 
stantiated. Calcification does occur in the ascending 
aorta in atheroma, principally around the ostia of the 
coronary arteries and great vessels and on the postero- 
medial wall. In syphilis the ascending aorta is more 
uniformly affected and the pattern is one of numerous 
small flaky plaques, quite different from the large, dense, 
isolated plaques of atheroma. 

A method of measuring the length and width of the 
aortic shadow on the postero-anterior chest radiograph 
is described, the two measurements added together being 
termed the aortic index. The use of this index makes 
evident the dilatation and elongation which occurs in 
syphilis. It was found that, taking both sexes together, 
85% of patients with an aortic index over 20 cm. and 
100% of those with an index of over 24-2 cm. showed 
serological evidence of syphilis. D. E. Fletcher 


230. Cooley’s Anemia: a Review of the Roentgeno- 
graphic Findings in the Skeleton — 

J. CaFFEY. American Journal of Roentgenology, Radium 
Therapy and Nuclear Medicine [Amer. J. Roentgenol.] 
78, 381-391, Sept., 1957. 12 figs., 12 refs. 
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231. 
A. S. MAcCNatty. Royal Society for the Promotion of 
Health Journal [Roy. Soc. Prom. Hlth J.) 77, 324-337, 
July, 1957. 4 figs., 13 refs. 


_After referring briefly to some of the better known 
facts of the life and work of William Harvey, the author 


William Harvey: His Influence on Public Health 


discusses Harvey’s influence on public health. In the 
_ field of embryology Harvey enunciated a great biological 

truth—foreshadowing the discoveries of A. R. Wallace 
and Charles Darwin—when he wrote: “The history of the 
egg is... of the widest scope as it illustrdtes generation 
of every descriptien”. Harvey practised obstetrics in 
the dark days of untutored midwives and his book on 
generation contains a chapter on labour, De Partu, the 
first original English work on midwifery. The great 
influence he exerted on midwifery practice and the pre- 
vention of maternal mortality can be judged from one 
of his pupils, Percivall Willughby, who referred fre- 
quently to Harvey as “*. . . that most worthy, good and 
learned Dr., whose memory ought to bee had for ever 
in great esteem with midwives and child-bearing women ”’. 

As a nutritionist, Harvey laid great stress in his per- 
sonal and professional life on simple diet, abiding by the 
dictum of “ very little physic, only a regular diet and 
cordial antidotes *’. For well ovér 300 years, until 1858, 
the Royal College of Physicians of London was frequently 
consulted on public health matters. As an important 
officer of the College, Harvey was closely concerned with 
questions relating to certain industries, public baths, 
supervision of ‘‘ those who practised physic” in and 
around London, proceedings against quacks, and the 
inspection of apothecaries’ shops and drugs. He also 
had a share in the preparation of the first British Pharma- 
copoeia issued by the Royal College of Physicians. 
Thus Harvey acted as a public health administrator, 
controlling the purity of food and drugs and protecting 
the public against quackery. 

In his post-mortem report on Thomas Parr (who died 
at the reputed age of 152 years) Harvey showed his 
interest in smoke abatement when he commented on the 
** smoke engendered by the general use of sulphureous 
coal as fuel, whereby the air is at all times rendered 
heavy, but much more so in the autumn than at any other 
season. Such an atmosphere could not have been found 
otherwise than insalubrious to one coming from the open, 
sunny and healthy region of Salop...”. It is known 
that Charles I took a humane interest in the disposal 
and treatment of the wounded on both sides during the 
Civil War, and although Harvey took little active part 
in the care of the sick and wounded, he must, as the 
King’s adviser, have discussed such matters with his 
sovereign. It was in Harvey’s time that the Govern- 
ment began to make medical and financial provision for 
those who had suffered in its service, but Harvey him- 
self could not have participated in such a scheme because 
he was with the Royalist forces. 
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Harvey was also interested in epidemiology. As an 
official of the Royal College he participated in drafting 
the recommendations it issued periodically for the 
prevention of plague. Not only did Harvey record the 
mechanism of the circulation of the blood, but he inter- 
preted it and realized its significance. He proclaimed 
that as the circulating blood carried nourishment to all] 
parts of the body, so it conveyed infection and contagion, 
the poison of wounds, the virus of snake-bite, the infec- 
tion of rabies, of syphilis, and of malaria. He speculated, 
too, on the part played by fomites in the spread of 
infection. It was Harvey’s influence that stimulated the 
18th-century investigators to study the circumstances 
and clinical features of infective and deficiency diseases, 
as Glisson reminds us in his great treatise on rickets 
published in 1650. H. P. Tait 


232. Knowledge of the Circulation before William 
Harvey 

A. M. Katz. Circulation [Circulation (N.Y.)] 15, 
734, May, 1957. 20 refs. 


233. Leonardo da Vinci, Amateur Anatomist of Genius. 
I. Leonardo the ‘“‘ Unlettered’’, or the Self-taught 
Anatomist. (Léonard de Vinci anatomiste amateur de 
génie. I. Léonard, “‘ homme sans lettres” ou Il’ana- 
tomiste autodidacte) 

R. M. GarraAupD. Presse médicale [Presse méd.| 6, 
1218-1220, June 26, 1957. 6 figs., 3 refs. 


234. A Famous Cardiac Controversy : Hope v. Williams 
P. T. O’Farrect. ZJ/rish Journal of Medical Science 
[Irish J. med. Sci.] 278-285, No. 378, June, 1957. 8 refs. 


235. Claude Bernard and the Discovery of Glycogen. 
A Century of Retrospect ' 
F. G. YounGc. British Medical Journal [Brit. med. J. 
1, 1431-1437, June 22, 1957. 1 fig., 48 refs. 


236. Linné as Pediatrician. [In English] 
T. FrepBArs. Acta pediatrica [Acta pediat. (Uppsala)] 
46, 215-231, May, 1957. 


237. Early Accounts of the Valves in the Veins 

J. O. Letpowitz. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.| 12, 189-196, April, 
1957. 4 figs., 29 refs. 


238. The Anatomy Acts of 1831 and 1832. A Solution 
of a Medical Social Problem 

N. M. Kerr and T. E. Keys. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.] 99, 678- 
694, May, 1957. 7 figs., bibliography. 
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